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1 ,2.3.4-Tetrahvdroisoauinoline Derivatives 

5 

The present invention relates to novel l^,3,44etrahydroisoquinoline derivatives of the 
general formula I and their use as pharmaceuticals. The invention also concerns 
related aspects including processes for the preparation of the compounds, 
pharmaceutical compositions containing one or more compounds of formula I, and 

1 0 especially their use as orexin receptor antagonists. 

The orexins (hypocretins) comprise two neuropeptides produced in the hypothalamus: the 
orexin A (OX-A) (a 33 aminoacid peptide) and the orexin B (OX-B) (a 28 aminoacid 
peptide) (Sakurai T. et al y Cell, 1998, 92, 573-585). Orexins are found to stimulate food 
consumption in rats suggesting a physiological role for these peptides as mediators in the 

1 5 central feedback mechanism that regulates feeding behavior (Sakurai T. et al, Cell, 1998, 
92, 573-585). On the other hand, it was also proposed that orexins regulate states of sleep 
and wakefulness opening potentially novel therapeutic approaches for narcoleptic patients 
(Chemelli R.M. et al, Cell, 1999, 98, 437-451). Two orexin receptors have been cloned 
and characterized in mammals which belong to the G-protein coupled receptor 

20 superfamily (Sakurai T. et al., Cell, 1998, 92, 573-585), the orexin-1 receptor (OX t ) 
which is selective for OX-A and the orexin-2 receptor (OX 2 ) which is capable to bind OX- 
A as well as OX-B. 

Orexin receptors are found in the mammalian host and may be responsible for 
many biological functions such as pathologies including, but not limited to, depression; 

25 anxiety; addictions; obsessive compulsive disorder; affective neurosis; depressive 
neurosis; anxiety neurosis; dysthymic disorder; behaviour disorder; mood disorder; sexual 
dysfunction; psychosexual dysfunction; sex disorder, schizophrenia; manic depression; 
delerium; dementia; severe mental retardation and dyskinesias such as Huntington's 
disease and Tourette syndrome; feeding disorders such as anorexia, bulimia, cachexia and 

30 obesity; diabetes; appetite/taste disorders; vomiting/nausea; asthma; cancer, Parkinson's 
disease; Cushing' s syndrome/disease; basophil adenoma; prolactinoma; 
hypeiprolactinemia; hypopituitarism; hypophysis tumor/adenoma; hypothalamic diseases; 
inflammatory bowel disease; gastric diskdnesia; gastric ulcus; Froehlich's syndrome; 
adrenohypophysis disease; hypophysis disease; pituitary growth hormone; 
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adrenohypophysis hypofunction; adrenohypophysis hyperfunction; hypothalamic 
hypogonadism; Kallman's syndrome (anosmia, hyposmia); functional or psychogenic 
amenorrhea; hypopituitarism; hypothalamic hypothyroidism; hypothalamic-adrenal 
dysfunction; idiopathic hyperprolactineraia; hypothalamic disorders of growth hormone 
5 deficiency; idiopathic growth deficiency; dwarfism; gigantism; acromegaly; disturbed 
biological and circadian rhythms; sleep disturbances associated with deseases such as 
neurological disorders, neuropathic pain and restless leg syndrome; heat and lung 
diseases, acute and congestive heart failure; hypotension; hypertension; urinary retention; 
osteoporosis; angina pectoris; myocardinal infarction; ischaemic or haemorrhagic stroke; 

10 subarachnoid haemorrhage; ulcers; allergies; benign prostatic hypertrophy; chronic renal 
failure; renal disease; impaired glucose tolerance; migraine; hyperalgesia; pain; enhanced 
or exaggerated sensitivity to pain such as hyperalgesia, causalgia, and allodynia; acute 
pain; burn pain; atypical fecial pain; neuropathic pain; back pain; complex regional pain 
syndrome I and II; arthritic pain; sports injury pain; pain related to infection e.g. HIV, 

15 post-chemotherapy pain; post-stroke pain; post-operative pain; neuralgia; conditions 
associated with visceral pain such as irritable bowel syndrome, migraine and angina; 
urinary bladder incontinence e.g. urge incontinence; tolerance to narcotics or withdrawal 
from narcotics; sleep disorders; sleep apnea; narcolepsy; insomnia; parasomnia; jet-lag 
syndrome; and neurodegerative disorders including nosological entities such as 

20 (tisinhibition-dementia-paikiiisoiusm complex; pallido-ponto-nigral 

degeneration epilepsy; seizure disorders and other diseases related to orexin. 

The present invention provides 1,2,3,4-tetrahydroisoquinoline derivatives which 
are non-peptide antagonists of human orexin receptors, in particular OXi receptors. In 
particular, these compounds are of potential use in the treatment of obesity and/or sleep 

25 disorders. 

So far not much is known about low molecular weight compounds which have a 
potential to antagonise either specifically OXi or OX2 or both receptors at the same time. 
Recently WO 9909024 has been published wherein phenylurea and phenylthiourea 
derivatives as OXi antagonists are disclosed. Also quite recently WO 9958533 has been 
30 published disclosing the same type of compounds which are again 
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described as being preferably OXi receptor antagonists. The novel compounds of the 
present invention belong to an entirely different class of low molecular weight compounds 
as compared to all prior art orexin receptor antagonists so far published. 

The present invention relates to novel l^,3,44etrahydroisoquinoline derivatives of 
the general formula (I). 




Formula (J) 

wherein: 

R l , R 2 , R 3 , R 4 independently represent cyano, nitro, halogen, hydrogen, 
hydroxy, lower alkyl, lower alkenyl, lower alkoxy, lower alkenyloxy, trifluoromethyl, 
trifluoromethoxy, cycloalkyloxy, aryloxy, aralkyloxy, heterocyclyloxy, 
heterocyclylalkyloxy, R\ l CO-, NR 12 R 13 CO-, R l2 R l3 N-, R n OOC-, R ll S02NH- or 
R 14 -CO-NH" or R 2 and R 3 together as well as R 1 and R 2 together and R 3 and R 4 together 
may form with the phenyl ring a five, six or seven-membered ring containing one or two 
oxygen atoms; 

R 5 , R 6 , R 7 , R 8 , R 9 , R 10 independently represent hydrogen, aryi, araikyl, lower 
alkyl, lower alkenyl, tiifluoromethyl, cycloalkyl, heterocyclyl or 
heterocyclyl-lower alkyl; 

R 11 represents lower alkyl, aiyi, araikyl, heterocyclyl or heterocyclyl-lower alkyl; 
R 12 and R 13 independently represent hydrogen, alkyl, cycloalkyl, aryl, araikyl, 
heterocyclyl or heterocyclyl-lower alkyl; 
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R 14 represents alkyl, aryl, cycloalkyl, heterocyclyl, R 12 R 23 N- or R l, 0-. 
The compounds of formula I can contain one or more asymmetric centres and can be 
present in the form of optically pure enantiomers, mixtures of enantiomers such as, for 
example, racemates, optically pure diastereoisomers, mixtures of diastereoisomers, 
diastereoisomeric racemates, mixture of diastereoisomeric racemates, or meso forms 
and pharmaceutically acceptable salts thereof. 

In the present description the term "lower alkyl", alone or in combination, 
signifies a straight-chain or branched-chain alkyl group with 1 to 8 caibon atoms, 
preferably a straight or branched-chain alkyl group with 1-5 caibon atoms. Examples of 
straight-chain and branched Ci-C 8 alkyl groups are methyl, ethyl, propyl, isopropyl, 
butyl, pentyl, hexyl, heptyl, octyl, isobutyl, tert-butyl, the isomeric pentyls, the isomeric 
hexyls, the isomeric heptyls and the isomeric octyls, preferably methyl, ethyl, propyl, 
isopropyl, butyl, 2-butyl, tert-butyl andpentyl. 

The term "lower alkenyF, alone or in combination, signifies a straight-chain or 
branched-chain alkenyl group with 2 to 5 carbon atoms, preferably allyl and vinyl. 

The term 'lower alkoxy", alone or in combination, signifies a group of the 
formula alkyl-O- in which the term "alkyl" has the previously given significance, such 
as methoxy, ethoxy, n-propoxy, isopropoxy, n-butoxy, isobutoxy, sec-butoxy and tert- 
butoxy, preferably methoxy and ethoxy. 

Lower alkenyloxy groups are preferably vinyloxy and allyloxy. 

The term "cycloalkyl", alone or in combination, signifies a cycloalkyl ring with 
3 to 8 caibon atoms and preferably a cycloalkyl ring with 3 to 6 caibon atoms. 
Examples of C 3 -C 8 cycloalkyl are cyclopropyl, cyclobutyl, cyclopeotyl, cyclohexyl, 
cycloheptyl and cyclooctyi, preferably cyclopropyl, cyclohexyl and particularly 
cyclohexyl or lower alkyl substituted cycloalkyl which may preferably be substituted 
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with lower alkyl such as methyl-cyclopropyl, dimethyl-cyclopropyi, methyl-cyclobutyl, 
methyl-cyclopentyL, mefhyl-cyclohexyi, dimelhyl-cyclohexyl, 

The term "aryl", alone or in combination, signifies a phenyl or naphthyl group 
which optionally carries one or more substituents, preferably one or two substituents, 
each independently selected from cyano, halogen, hydroxy, lower alkyl, lower alkenyl, 
lower alkoxy, lower alkenyloxy, nitro, trifluoromethyL, trifluoromethoxy, amino, 
carboxy and the like, such as phenyl, p-tolyl, 4-methoxyphenyl, 4-tert-butoxyphenyl, 4- 
fluorophenyl, 2-chlorophenyl, 4-hydroxyphenyl, 1-naphthyl and 2-naphthyL Preferred 
are carboxyphenyl, lower alkoxy-phenyl, hydroxyphenyl and particularly phenyl. 

The term " aralkyl", alone or in combination, signifies an alkyl or cycloalkyl 
group as previously defined in which one hydrogen atom has been replaced by an aryl 
group as previously defined. Preferred are benzyl and benzyl substituted in the phenyl 
ring with hydroxy, lower alkyl, lower alkoxy or halogen preferably chlorine. 
Particularly preferred is benzyl. 

For the term "heterocyclyl" and "heterocyclyl-lower alkyl", the heterocyclyl 
group is preferably a 5- to 10-membered monocyclic or bicyclic ring, which may 
be saturated, partially unsaturated or aromatic containing for example 1, 2 or 3 
heteroatoms selected from oxygen, nitrogen and sulphur which may be the same or 
different Example of such heterocyclyl groups arepyrrolidinyl, piperidinyl, 
piperazinyl, morpholinyl, pyridyl, pyrimidinyl, pyrazinyl, pyridazinyl, quinolyl, 
isoquinolyl, thienyl, thiazolyl, isothiazolyl, furyl, imidazoyl, pyrazolyl, pyrrolyl, 
indazolyl, indolyl, isoindolyl, isoxazolyl, oxazolyl, quinoxalinyl, phthalazinyl, 
cinnolinyl, dihydropyrrolyl, pyrrohdinyl, isobenzofiiranyl, tetrahydrofuranyl, 



WO 01/68609 



PCT/EP01/02733 



6 



dihydropyranyl. The heterocyclyl group may have up to 5, preferably 1, 2 or 3 optional 
substituents. Examples of suitable substituents include halogen, lower alkyl, amino, 
nitro, cyano, hydroxy, lower alkoxy, cafboxy and lower alkyloxy-carbonyis. 

The terra "halogen'' signifies fluorine, chlorine, bromine or iodine and preferably 
chlorine and bromine and particularly chlorine. 

The term "carboxy", alone or in combination, signifies a-COOH group. 

A group of preferred compounds according to the present invention are compounds 
of formula Q) wherein R 2 , R 3 , R 6 , R 7 , R 8 and R 9 are hydrogen. Examples of preferred 
compounds are: 

2-[l<3,4-Dimethoxy-benzyl)^^ 
(pyridin-2-yl-methyl>acetarrude: 

2-[l-(3,4-dimethoxy-ben2yl^ 
isoquiaolin-2-yl]-JV-(pyrid^ 

2-[H3,4-dimethoxy4)enzyl)-8^^^ 
2~yl]-JV-^yridia-2 -yl-methyl)-acetamide: 

2-[l<3,4-dimethoxy-be^l)-8<2;^ 
isoquinolin-2-yl]-J\Kpyridk^ 

2-[H3,4-dimethoxy-benzyl>8-e^ 
(pyridin-2-yl-methyl)-acetamide: 

2-[1^3,4-dimeflioxy-benzyl)-8^i^ 
(pyridin-2-*yl-methyl)-acetamide: 

2-[ 1 <3,4-dimdhoxy-bo^l)^aUyloxy-5-m^hoxy-3 ,4^ydro- 1 J^-isoqiiinolin^-yll-iV- 
^yridiii^-yl-methyl^ac^amide: 
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2-[l-(3,4H3imethoxy-benzyl>84sop^ 
iV-(pyridin-2-yl-methyl)-acetamide: 

2^[l-(3,4<iimethoxy-bea2yl)-5-propo^ 
(pyridin-2-yl-iaethyl)-acetaxiii(ie: 



Another group of preferred compounds according to the present invention are 
compounds of formula (II) 



wherein: 

R /l and R' 2 independently represent hydrogen, hydroxy, alkoxy, heteroaryloxy, 
carbamoyloxy or halogen or may form with the phenyl ring a five, six or seven membered- 
ring containing one or two oxygen atoms, 

R' 3 , R' 4 , R' 5 independently represent aryl, aralkyl, lower alkyl, lower alkenyl, 
trifluoromethyl, cycloalkyl, heterocyclyl or heterocyclyl-lower alkyl. 
The compounds of formula (II) can contain one or more asymmetric centres and can be 
present in the form of optically pure enantiomers, mixtures of enantiomers such as, for 
example, racemates, optically pure diastereoisomers, mixtures of diastereoisomers, 
diastereoisomeric racemates, mixture of diastereoisomeric racemates, or meso forms 
and pharmaceutically acceptable salts thereof. 

Examples of preferred compounds of formula (H) are: 

2-[l^3,4-Dimethoxy-benz^ 
benzyl-acetamide 




General formula H 
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2-[l^3ADimetboxy-be^ 
naphthalan- 1 -ylmethyl-acetamide 

2-[H3,4-Dimethoxy-ben^ 
(2-methoxy-benzyl)-acetamide 

2-[H3ADimedioxy-benzyl)-6,7-dimethoxy^ 
(4-fluoro-benzyl)-acetamide 

2-[l-(3,4-Dimethoxy-benzyl)-6^ 
(6-methoxy-naphtbalen-2-ylmetiiyl)-acetamide 

241-(3,4-Dimetooxy-benzy^^^ 
(4-methoxy-naphthalen-2-yImethyi)-acetamide 

2-[l-(3AKmethoxy-benzyl)^,7-dime^ 
(3,6)-difluoro-benzyl)-acetamide 

2-[l-(3ADiroethoxy-benzyl)^ 
(l-phenyl-ethyl)-acetamide 

2-[l-(3,4-Dimethoxy-ben^^ 
(pyridin-3-ylmethyl)-acetamide 

2-[1^3,4^Dimetlioxy4De^^ 
(2-methyl-benzyl)-acetamide 

24H3ADimethoxy-ben2yl)^7-^ 
(3 -methyl-bee2yl)-acetanude 

2-[l -(3 ^Dimethoxy-ben2yl)^7-dimethoxy-3,4^ 
(indan-l-yl)-acetamide 

2-[H3ADiHiethoxy-benzyl)^J-dim 

(1 ,2^,4-tetrahydro-naphttialen- 1 -yl)-acetamide 

2-[H3,4-dimethoxy-ben2yl)^ 
2-yl]-AKindan-l-yl)-acetamide 
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2-[H3,4-dimetlioxy4^^ 

1- ylj-^^indaii-l -yl>acetainide 

2- [H3ADimethoxy"ben2yI>6-metiioxy-7-isopropoxy^ 
iV-(5-methoxy-indan-l-yl>acetainide 

241-(3,4-Dimethoxy-bei^ 
iV-(6-metboxy-indan- l-yl)-acetamide 

2-[l-(3,4-Dimethoxy4)enzyl^ 
tf-(6<nethyl-indan- 1 -yl)-acetamide 

2-[l-(3,4-Diine1hoxy-be^^ 
JV r ^methyl-l f 2 J 3,44et^ 

2-[l-(3,4-Dimethoxy-be^ 
A^(4-methyl-indan-l-yl)-acetamide 

2-[H3,4-I^ethoxy4)enzy^ 
methoxy-indan- 1 -yl)-acetamide 

2-[H3/J-Dimethoxy-betizyl)^^ 
methyl-indan-1 -yl)-acetamide 

2-{l-[4^yrinridin-2-^^^ 
isoquinolin-2-yl} -iV-benzyl-acetamide 

2-[l-(3,4-4imethoxy-^^ 
isoqiiiiiolin-2-yl]-^^dan-l-yl)-acetainide 

2~[H3,4-dimethoxy-ben2y^ 
isoquinolin-2-yl]-iV r -(indan-l-yl)-acetam^ 

2-[H3,4-4im<^oxy-ben^^^ 
2-yl]-iV-(indan- 1 -yl)-acetamide 
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2-[H3,4-dimethoxy-bei^ 
isoquinolin-2-yl]-j\T^ 

2-[H3/Mimetiioxy-ben^^ 
JV-(indan- 1 -yl)-acetamide 

2-[l-(3,4-dimethoxy-b 
isoquinolin-2-yl]-JV-(indan- l-yl)-acetamide 

2-[l-(3,4Hiimetfioxy-benzylH^ 
(indan- l-yl)-acetamide 

2-[H3,4-dimethoxy-benzyl)-7-propoxy^-methoxy-3,4^ 
(indan-l ~yl)-acetamide 

2-[1^3,4-dimethoxy4>enzyl)^ 
(indan- 1 -yl)-acetamide 

2-[l<3,4-dimcthoxy-benzyl)-74sopropoxy-6-m 
N- (indan- 1 -y 1) - acetamide 

2-[l-(3,4-dimethoxy-benzyl^ 
isoq\riiiolin-2-yl]^-b€^l-acetainide 

2-[i^3^I>inie1hoxy-benzyl)-6-methoxy-7-isopropoxy 
A^[(l S)-indan- 1 -yl>acetamide 

2-[ 1 ^3,4-Wmethoxy-benzyl)-^metlioxy-7-isopropoxy-3 ,4-dihydro- l#-isoquinolin-2-yl]- 
jV-benzyl-acetamide 

[(lS>indan-l-yl]-acetamidc 

2-[l-(3,4Klimethoxy-benzyl^ 
benzyl-acetamide 
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benzyl-acetamide 

2-[H3Adimethoxy*^ 
benzyl-acetamide 

^benzyl-2-[l-(3,4-Di^ 
acetamide 

2-[H3,4-Dimethyl-be^ 
indan- 1 -yl] -acetamide 

AT-benzyl-2-[H3^ 
acetamide 

2-[l-(3^Diethyl-beii2y^ 
methyl)-acetamide 

2-[H3,4~Dietliyl-benzyl)-6J-^ 
methyl)-acetainide 

2-[l-(3A-Diethyl-benzyl)^ 
methyl)- acetamide 

2-[l-(3ADicWoro-ben2y^ 
yl-methyl)-acetamide 

Examples of particularly preferred compounds of formula (IT) are: 

2-[l-(3^I^ethoxy4>enzy^ 
benzyl-acetamide 

2-[l-<3,4-Dimethoxy-be^^ 
naphthalen-1 -ylmetiiyl--acetamide 

2-[1^3,4-DimeAhoxy4>e^ 
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(indan- 1 -yl)-acetamide 

2<l-(3,4-Dimethoxy-benzyl)^,7^Jimetto 
(l,2,3,4-tetrahydro-naphthalen-l-yl)-acetam 

241-(3,4-dimethoxy-benzyl)^m^ 
2-yl]-N-(indan-l -yl)-acetamide 

2~[H3,4-dimethoxy-benzyl)-^ 
2-yl]-iV-(indan-l -yl)-acetamide 

2-[H3,4-Dimethoxy-berLzyl)-6-methoxy-7"isopropoxy-3 ,4-dihydro- li/-isoquiiiolin-2-yl] - 
AT~(5-methoxy-indaii-l -yl)-acetamide 

2-[H3,4-IMmethoxy-benzyl^ 
tf-(6-mefhoxy-indan-l -yl)-acetamide 

2-[l~(3,4-Dimethoxy-benzyl)-6-m 
A^6-rnethyl-iiidan- l-yl)-acetamide 

2^[l-(3,4-Dimethoxy-bemyl>^ 

^-(2-methyl- 1 f 2 3 3,4-tetrahydromphthalen-l-yl)-acetamide 

2-[l-(3,4-Diinethoxy4)enzyty^ 
iV-(4-methyl-mdan- 1 -y 1)- acetamide 

2-[1^3,4-Dimethoxy-benzyl)^,7-dim^ 
methoxy-indan- 1 -yl)- acetamide 

2-[l-(3,4-Dimethoxy-benzyl)-6jK^ 
methyl-indan- 1 -yl)-acetainide 

2- { 1 -[4^yrimidin-2-yloxy>3-methoxy-benzyl] ,4-dihydro- 1 H- 

isoqirinolin-2-yl} -iV-benzyl-acetantide 

2-[l-(3,4-dimethoxy-be^ 
isoquiiH)Un-2-yl]-iV^^^ 
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2-[ 1 ^3,4^iimethoxy-benzyl>7-(3 -fluon>-propoxy)-6-methoxy-3 Adihydro- 1H- 
isoquixLolin-2-yl]-A^-(indan- 1 -yl)-acetamide 

2-[l-(3,4-dimetlioxy-benzyl)-7<2-fluoro-et^ 
2-yl]-N-(indan- 1 -yl)-acetamide 

2-[l<3,4-dimethoxy-benzy^ 
isoquinolin-2-yl]-JV-(indaii- l-yl)-acetamide 

24l-(3,4-dmethoxy-bei^ 
^-(indan- l-yl)-acetamide 

2-[H3,4-4ime1]ioxy-ben2y^^ 
isoquiiiolin-2-yl]-iV^indan-l-yl)-acetaniidc 

2-[l-(3/^methoxy4>eai2yl^ 
(indan-1 -yl)-acetamide 

2-[l-(3,4-dimethoxy4>ei^^ 
(indan- 1 -yl)-acetarnide 

2-[l<3,4KKmethoxy-be^^^ 
(indan-l-yl)-acetamide 

241-(3,4Hiimeihoxy-bei^l)-74sopro^ 
JV-(indan- 1 -yl)-acetamide 

2-[H3,4^iime*hoxy-benzyiy^ 
isoquinolin-2-yl]-^-benzyl-acetaniide 

2-[i^3,4-Dimethoxy-benzyl)^methoxy-7-isopropoxy-3, 
JV-[(1 S)-indan- 1 -yl]-acetamide 

2-[i^3AI>^^oxy-benzyl)^methoxy-7-isopr 
JV-benzyl-acetanude 
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2-[(lS>H3,4-Dimeta^ 
[(IS)-indan-l -yl]-acetamide 

2^1-(3,4-<iimethoxy-beii^ 
benzyl-acetamide 

2-[H3,4-dimethoxy-benzyl>7-propoxy-6-m 
benzyl-acetamide 

2-[H3/l-dimethoxy-benzyl)-7^^ 
benzyl-acetamide 

A^beo2yl-2-[H3ADimethyl-benzyl)-6J-dimethoxy-3,4-^ 
acetamide 

2-[i~(3,4-Dimethyl-benzy^ 
indan-l-yl]-acetamide 

j\T-benzyl-2-[l-(3^Diefa^^ 
acetamide 

2-[l-(3 > 4-Diethyl-benzyl)^ 
methyl)-acetarnide 

2-[l-(3 ) 4-IMethyl-ben2yl>6 > 7-dimethoxy-3,4-dihyd^ 
methyl)-acetamide 

2-[ l ^3,4-Diethyl-ben2yl)^7-^ 
methyl)- acetamide 

2-[l-(3,4-DicMcnx>-be^l)^J^^ 
yl-methyl)-acetamide 

Examples of physiologically usable or pharmaceutical^ acceptable salts of the 
compounds of formula (I) are salts with physiologically compatible mineral acids such 
as hydrochloric acid, sulphuric or phosphoric acid; or with organic acids such as 
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methanesulphonic acid, acetic acid, trifluoroacetic acid, citric acid, fumaric acid, maleic 
acid, tartaric acid, succinic acid or salicylic acid. The compounds of formula (I) with 
free carboxy groups can also form salts with physiologically compatible bases. 

5 Examples of such salts are alkali metal, alkali earth metal, ammonium and 

alkylammoniumsalts such as Na, K, Ca or tetraalkylammonium salt The compounds of 
formula (I) can also be present in the form of a zwitterion. 

1 o The compounds of formula (I) can contain several asymmetric centres and can 

be present in the form of optically pure enantiomers, mixtures of enantiomers such as, 
for example, racemates, optically pure diastereoisomers, mixtures of diastereoisomers , 
diasteroisomeric racemates or mixtures of diastereoisomeric racemates and the meso- 
forms. 

15 

Preferred compounds as described above have IC50 values below 1000 nM; 
especially preferred compounds have IC50 values below 100 nM which have been 
determinated with the FLIPR (Fluorometric Imaging Plates Reader) method described 
in the beginning of the experimental section. 

20 

The compounds of the general formula (I) and their pharmaceutically usable 
salts can be used for the treatment of diseases or disorders where an antagonist of a 
human orexin receptor is required such as obesity, diabetes, prolactinoma, 
narcolepsy, insomnia, sleep apnea, parasomnia, depression; anxiety, addictions, 
25 schizophrenia and dementia. 

The compounds of formula (I) and their pharmaceutically usable salts are 
particularly useful for the treatment of obesity and sleep disorders. 

30 The compounds of formula (I) and their pharmaceutically usable salts can be 

used as medicament (e.g. in the form of pharmaceutical preparations). He 
pharmaceutical preparations can be administered internally, such as orally (e.g. in the 
form of tablets, coated tablets, dragees, hard and soft gelatine capsules, solutions, 
emulsions or suspensions), nasally (e.g. in the form of nasal sprays) or rectally (e.g. in 

35 the form of suppositories). However, the administration can also be effected 
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parentally, such as intramuscularly or intravenously (e.g. in the form of injection 
solutions). 

The compounds of formula (I) and their pharmaceutical^ usable salts can be 
5 processed with pharmaceutical^ inert, inorganic or organic adjuvants for the 
production of tablets, coated tablets, dragees, and hard gelatine capsules. Lactose, 
corn starch or derivatives thereof, talc, stearic acid or its salts etc. can be used, for 
example, as such adjuvants for tablets, dragSes, and hard gelatine capsules. 

1 o Suitable adjuvants for soft gelatine capsules, are, for example, vegetable oils, 

waxes, fats, semi-solid substances and liquid polyols, etc. 

Suitable adjuvants for the production of solutions and syrups are, for example, 
water, polyols, saccharose, invert sugar, glucose, etc. 

15 

Suitable adjuvants for injection solutions are, for example, water, alcohols, 
polyols, glycerol, vegetable oils, etc. 

Suitable adjuvants for suppositories are, for example, natural or hardened oils, 
20 waxes, fats, semi-solid or liquid polyols, etc. 

Morever, the pharmaceutical preparations can contain preservatives, solubilizers, 
viscosity-increasing substances, stabilizers, wetting agents, emulsifiers, sweeteners, 
colorants, flavorants, salts for varying the osmotic pressure, buffers, masking agents or 
25 antioxidants. They can also contain still other therapeutically valuable substances. 

The invention also relates to processes for the preparation of compounds of Formula L 

The compounds of general formula (J) of the present invention are prepared 
according to the general sequence of reactions outlined in the schemes below, wherein 
30 R 1 , R 2 , R 3 , R 4 , R s , R 6 , R 7 , R 8 , R 10 are as defined in formula (I) above. As the case may 
be any compound obtained with one or more optically active carbon atom may be 
resolved into pure enantiomers or diastereomers, mixtures of enantiomers or 
diastereomers, diastereomeric racemates and the meso-fonns in a manner known per se. 
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The compounds obtained may also be converted into a phannaceuticaUy 
acceptable salt thereof in a manner known per se. 

The compounds of formula (I) may be prepared as single compounds or as 
libraries of compounds comprising at least 2, e.g. 5 to 1000 compounds of formula (I). 

Compound libraries may be prepared by a combinatorial approach or by multiple 
parallel synthesis using solution phase chemistry. 

For the combinatorial approach, the compounds of general formula (I) wherein R € , R 7 , 
R 9 are hydrogen, are prepared using an Ugi-three-components-condensation reaction 
(Ugi-3-CQ which involves the one-pot reaction between a 1 ,2,3,4- 
tetrahydroisoquinoline derivative, an aldehyde and an isocyanide (Scheme i). 




Scheme 1 



Isocyanides not commercially available might be prepared from the corresponding 
amines by N-formylation followed by treatment with POCl 3 (see e.g. J. March, fourth 
edition, Wiley-Interscience publication, p. 1042). 
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The compounds of the general formula 0) wherein R 6 and R 7 are hydrogen, may 

also be prepared by different procedures. The synthetic route depends on the last chemical 

transformation which has to be carried out. 

In all cases in which the coupling of the tetrahydxoisoquinoline with the amide side-chain is 
the final step the standard procedure shown in {Scheme!) was followed The 
tetrahydroisoquinolines as well as die amines (R^ONH) could be either commercially 
available or synthesized 




Procedure B 



Procedure A 



i 



Br 




Bl 





Br 



H 



2) Cleavage of ester 



H 



3 > «A RW 




Scheme 2 



Tetrahydroisoquinolines not commercially available might be prepared from the 
corresponding phenylethylanrines by coupling with the desired carboxyiic acid followed 
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by treatment with P0C1 3 and finally NaBH4 (see experimental part). All aminoindan- 
derivatives were prepared by reaction of 1-indanones with O-methylhydroxylamine 
followed by reduction with borane-tetrahydrofcran complex (Vaccaro W. et dl. y J. Med. 
Chem., 1996, 39, 1704-1719)- 

Compounds of general formula (I) wherein one substituent of the l-benzyl-tetrahydro- 
isoquinoline scaffold is a carbamoyloxy-, heteroaiyloxy- or alkoxy-residue (not methoxy) 
are synthesized according to (Scheme 3). The benzyl-protected phenols are prepared by the 
procedure shown in (Scheme 2). 




Scheme 3 



In the case R 5 (general formula I) is a heterocyclyl-methyi substituent the final step is the 
substitution of a mesylate function with the corresponding nitrogen containing nucleophile 
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according to (Scheme 4). The required starting material was synthesized by the same 
procedure as described earlier (Scheme 7). 



Rio 



1) Pd/C 
HCOOH, MeOH 

>^ 

2) MsCl 

i 

R 




Scheme 4 

Stereochemically pure compounds of general formula I are obtained by kinetic resolution of 
10 the tetrahydroisoquinoline (Corrodi H., Hardegger E., Helv. Chim. Acta, 1956, 39, 889- 
897) and coupling of the pure enantiomer with the amide linker according to Scheme 2. 
Furthermore 2-[( 1 S)- 1 -(3,4~Dimethoxybenzyl)-6,7-dimefr^ 1 i/-isoquinolin- 

2-yl]-tf-[(l S)-indan- 1 -yl] -acetamide could also be obtained by crystallization of the 
diastereoisomeric mixture of the two 2-{l^S]-(3,4-Dimethoxyben2yl)-6,7-dime&oxy--3,4- 
1 5 dihydro-l/Msoquinolin-2-yl} S)-indan- 1 -yl]-acetamides from methanol. 



Experimental Section 

20 

I. Biology 

Determination of OX x receptor antagonist activity 

25 The OX] receptor antagonist activity of the compounds of formula (!) was 

determinated in accordance with the following experimental method. 

Experimental method: 

30 Intracellular calcium measurements 

Chinese hamster ovary (CHO) cells expressing the human orexin-1 receptor and the 
human orexin-2 receptor, respectively, were grown in culture medium (Ham F-12 with L- 
Glutamine) containing 300 fig/ml G418, 100 U/ml penicillin, 100 fig/ml streptomycin and 
35 10 % inactivated foetal calf serum (FCS). 
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The cells were seeded at 80'000 cells / well into 96-well black clear bottom sterile plates 
(Costar) which had been precoated with 1% gelatine in Hanks' Balanced Salt Solution 
(HBSS). All reagents were from Gibco BRL. 
The seeded plates were incubated overnight at 37°C in 5% C0 2 . 
5 Human orexin-A as an agonist was prepared as 1 mM stock solution in methanoliwater 
(1:1), diluted in HBSS containing 0.1 % bovine serum albumin (BSA) and 2 mM HEPES 
for use in the assay at a final concentration of 10 nM. 

Antagonists were prepared as 10 mM stock solution in DMSO, then diluted in 96-well 
plates, first in DMSO, then in HBSS containing 0.1 % bovine serum albumin (BSA) and 2 
10 mM HEPES. 

On the day of the assay, 100 |d of loading medium (HBSS containing 1% FCS, 2 mM 
HEPES, 5 mM probenecid (Sigma) and 3 \M of the fluorescent calcium indicator fluo-3 
AM (1 mM stock solution in DMSO with 10% pluronic acid) (Molecular Probes) was 
added to each well. 

1 5 The 96-well plates were incubated for 60 min at 37° C in 5% C0 2 . The loading solution 
was then aspirated and cells were washed 3 times with 200 yl HBSS containing 2.5 mM 
probenecid, 0.1% BSA, 2 mM HEPES. 100 of that same buffer was left in each well. 
Within the Fluorescent Imaging Plate Reader (FLIPR, Molecular Devices), antagonists 
were added to the plate in a volume of 50 \il f incubated for 20 min and finally 100 jil of 

20 agonist was added. Fluorescence was measured for each well at 1 second intervals, and the 
height of each fluorescence peak was compared to the height of the fluorescence peak 
induced by 10 nM orexin-A with buffer in place of antagonist For each antagonist, IC50 
value (the concentration of compound needed to inhibit 50 % of the agonistic response) 
was determined. 

25 

H. Chemistry 

30 

The following examples illustrate the preparation of pharmacologically active 
compounds of the invention but do not at all limit the scope thereof All temperatures are 
stated in °C. 

All hydrochloride salts were prepared by dissolving the free-base in dichloromethane 
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and treating with an excess of ethereal HC1 (2M). 
General procedures: 

5 

A, General procedure A: 

l-[(3,4-Dimethoxy-beiwy^ 
acid benzyl ester 

10 

To a white suspension of 1^4 J 5-diinethoxybenzyl)-6,7-dimethoxy-l ,2,3,4- 
teti^ydroisoquinoline-hydrochloride (lg, 2.632 mmol) in a mixture of toluene/ DMF 
(9/1) (10 ml), were added triethylamine (LI ml, 7,896 mmol) and chlorobenzylacetate 
(440 pi, 2.895 mmol). The reaction mixture was stirred at reflux under argon for 20 h, 

1 5 After cooling, the mixture was diluted in CH 2 C1 2 and washed with water. 

The aqueous phase was extracted twice with CH2CI2, the combined organic phases were 
dried over anhydrous MgSO^ filtered and concentrated to give a crude brown- orange oil 
Flash chromatography (AcOEtf hexane 1/1) gave 1.15 g (89%) of the title product as a 
brown-orange oil. 

20 TLC (AcOEt/ hexane: 1/1): R f - 0.55. 

LC-MS (MeCNZ H 2 0: 1/1): R* - 4.16 min. m/z « 492 (M + 1). 

1- (3,44)imethoxybenzyl>6;7-^^ 
acid. 

25 

To a solution of l-[(3,4-<fcmethoxy-benzy^ 

yl]-acetic acid benzyl ester (L15g, 2.34 mmol) in dry AcOEt (20 ml) was added in one 
portion Pd-C 10% (250mg). The resulting black suspension was hydrogenated at normal 
pressure and room temperature for 20 h. The mixture was then filtered over celite and 
30 concentrated in vacuo to give brown crystals. 

LC-MS (MeCN/ H 2 0: 1/1): R< = 3.34 min. m/z = 402 (M + 1). 

Example 1 

2- [H3,4-Dimethoxy-ben^ 
35 benzyl-acetamide 
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To a solution of 

isoquinolin-2-yl>acetic acid (100 mg, 0.249 mmol) in 4 ml of dry DMF, were added 
129.6 mg (0.249 mmol) of PyBOP, 29.9 pi (0,226 mmol) of benzylamine and dropwise 
110 \i\ (0.521 mmol) of dusc^ropylethylaraine (Htlnig's base). The mixture reaction was 
stirred at RT under argon for 20 h/The mixture was then dissolved in CH2CI2 and washed 
with water. The aqueous phase was extracted twice with CH2CI2, the combined organic 
extracts were dried over MgSC>4, filtered and concentrated to give a crude brown residue. 
Flash chromatography (AcOEt/ hexane 8/2) gave 126 mg (94%) of the title compound as a 
brown viscous oil. 

TLC (AcOEt/ hexane: 8/2): R f = 0.65. 

LC-MS (MeCN/ H 2 0: 1/1): 4.83 min. m/z - 491(M + 1). 

Example 2 

2-[l-(3,4-Dmethoxy-ben^^ 
naphthalen-l-ylmethyl-acetamide 

In analogy to Example 1 but for the final step, reaction of l-(4,5-dimethoxyb«izyl)-6,7- 
dimethoxy^3,4-dihydro-lH-isoquinolin-2-yl)-aceti^ acid with 1- 
naphthldenemethylarnine to give the title compound as the free-base (brown viscous oil) 
and the hydrochloride salt (brown crystals) 
-TLC (AcOEt): R f = 0.55, 

-LC-MS (MeCN/H 2 0: 1/1): R<= 5.97 min. m/z = 541(M + 1). 
Example 3 

2-[l-(3/t-Dimethoxy-benzyI)^,7«dimetho^ 
(6-methoxy-naphthalen-2-ylmethyl)-acctamide 

In analogy to Example 1 but for the final step, reaction of l-(4,5-dimethoxybeo2yl)-6 l 7- 
dimethoxy-(3,4-dihydro-lH-isoquinolin-2-yl)-acetic acid with 6-methoxynaphthalene-2- 
methylamine to give the title compound as the free-base (brown oil). 
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-TLC (AcOEt): R f = 0.40 -LC-MS (MeCN/H 2 0: 1/1): R t = 4.68 min. m/z = 571(M + 1). 

2~(3-Bromo^-methoxy-phcnyI)-jV-l2^^ 

LC-MS (MeCN/ H 2 0: 1/1): Rt 4.28 min, 409 (M+l, ES+). 

jV-[2-(3,4-Dimethoxy-phenyI)-e^ 

LC-MS (MeCN/ H 2 0: 1/1): R t 4.36 min, 328 (M+l, ES+). 

2K3,4-Dieftytphenyl)^ 

LC-MS (MeCN/ H 2 0: l/l):Rt4.18min,356(M+l,ES+). 
2-(3,4-DicMoro-phenyi^ 

LC-MS (MeCN/ H 2 0: 1/1): R t 4.12 min, 369 (M+l, ES+). 

1^4-Bromo-3-methoxy-benzy9^ 

LC-MS (MeCN/ H 2 0: 1/1): Rt 2.96 min, 393 (M+l, ES+). 

l-(3,4-DimethyI-benzyl)^ 

LC-MS (MeCN/ H 2 0: 1/1): Rt 3.19 min, 312 (M+l, ES+). 
1^3,4-Diethyl-beiizyI^ 

LC-MS (MeCN/ H 2 0: 1/1): Rt 2.25 min, 340 (M+l, ES+). 
l-(3,4-DicMoro-benzyl)^,^^ 

LC-MS (MeCN/ H 2 0: 1/1): Rt 3.20 min, 353 (M+l, ES+). 

14(3/l-Dimethoxy-beiizy^ 
phenyl- acetic acid methyl ester 

To a white suspension of l-(4,5-dimethoxybenzyl>^,7-<iimefhoxy-l A3,4- 
tetrahydioisoquiQoline-hydrochloride (5g, 0.013 mol) in dry toluene (50 ml), were added 
triethylamine (5.5 ml, 0.039 mol) and bromo-phenyl-acetic acid methyl ester (2.07 ml, 
0.013 mol). The reaction mixture was stirred at reflux under argon for 20 h. After cooling, 



WO 01/68609 



PCT/EP01/02733 



25 

the mixture was diluted in CH2CI2 and washed with water. The aqueous phase was 
extracted twice with CH 2 C1 2 , the combined organic phases were dried over anhydrous 
MgS04, filtered and concentrated to give a crude brown- orange oil. Flash 
chromatography (AcOEt/ hexane 1/1) gave 5.85 g (90%) of the title product as a brown- 
5 orange oil 

TLC (AcOEt/ hexane: 1/1): R* = 0.55. 

LC-MS (MeCN/ H 2 0: 1/1): R* 4.00 min and R< 436 min, 492 (M+l, ES+). 



1- [(3,4-I>imethoxy-beii2y^^ 
phenyl- acetic acid 

15 To a solution of l-[(3,4-Dimethoxy-benzyl>6/7H^^ 

2- yl]-phenyl- acetic acid methyl ester (5.85 g, 0.011 mmol) in a mixture dioxane/ MeOH 
(4/3) (160 ml) was added dropwise 2M NaOH^ (81 ml). The resulting mixture was 
stirred at RT for 20 h under nitrogen. The mixture was then concentrated in vacuo, 
combined with water and AcOEt The aqueous phase was acidified until pH 1 with 2N 

20 HCi, extracted three times with with CEfeCk, the combined organic phases were dried 
over anhydrous MgSO*, filtered and concentrated to give the titled product (5.55 g, 97%) 
as yellow-green crystals. 

LC-MS (MeCN/ H 2 0: 1/1): Rt 3.62 min and Rt 3.65 min, 478 (M+l, ES+). 

25 Example 4 

2M>(3,4-Dimetho^-beiizy^ 
indan-l-yI-2-phenyI-acetamide: 

To a solution of l-[(3,4-Dmethoxy-be^l)^-<l^ 
30 2-yl]-phenyl- acetic acid (100 mg, 0.209 mmol) in 5 ml of dry DMF, were added PyBOP 
(109 mg, 0.209 mmol) , 1-aminoindane (32.3 mg, 0.19 mmol) and dropwise 
diisopropylethylamine (Htinig's base). (75 pi, 0.437 mmol). The mixture reaction was 
stirred at RT under argon for 20 1l The mixture was then dissolved in CH2O2 and washed 
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with water. The aqueous phase was extracted twice with CH2CI2, the combined organic 
extracts were dried over MgS04, filtered and concentrated to give a crude brown residue. 
Flash chromatography (AcOEt) gave 72 mg (64%) of the title compound as a pale brown 
oil. 

5 TLC (AcOEt): R f = 0.65. 

LC-MS (MeCN/ H 2 0: 1/1): Rt 4.35 min and R t 4.60 min, 593 (M+l, ES+). 



Example 5 

10 

A^Bu<yl-2-[l<3,4-Dimetho:^ 
yl]-2-phenji-acetamide 

prepared by reaction of l-[(3,4-Dimetiioxy-bemyl>6,^^ 
naphthalen-2-yl]-phenyl- acetic acid with n-butylamine. 
15 LC-MS (MeCN/ H 2 0: 1/1): Ri 4.09 min 533 (M+l, ES+). 

1- [(3,4-Dimethoxy4>enzy^ 
pyrimidin- acetic acid ethyl ester 

To a white suspension of K4,5-dimethoxybCT2yl)^,7Hiimethoxy- 1,2,3,4- 
20 tetrahydroisoquinoline-hydrochloride (1 .65 g, 4.36 mmol) in dry DMF (5 ml), were added 
triethylamine (1.82 ml, 0.013 mol) and bromo-pyrimidin-acetic acid ethyl ester (1.07 g, 
4.36 mmol). The reaction mixture was stirred at reflux under argon for 20 h. After 
cooling, the mixture was diluted in AcOEt and washed with water. The aqueous phase was 
extracted twice with CH 2 C1 2 , the combined organic phases were dried over anhydrous 
25 AcOEt, filtered and concentrated to give a crude brown- orange oil. Flash chromatography 
(AcOEt) gave 1.4 g (63%) of the title product as a brown-orange oil. 
TLC (AcOEt): Rf- 0.55. 

LC-MS (MeCN/ H 2 0: 1/1): Rt 4.54 min and Rt 4.69 min, 508 (M+l, ES+). 

30 H(3/^Dimeflioxy-beiiz^^ 
pyrimidin- acetic acid 
To a solution of l-[(3,4-Dimethoxy~ben^ 

2- yI]-pyrimidin- acetic acid ethyl ester (1.4 g, 2.75 mmol) in a mixture dioxane/ MeOH 
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(4/3) (35 ml) was added dropwise 2M NaOH^) (24 ml). The resulting mixture was stirred 
at RT for 20 h under nitrogen. The mixture was then concentrated in vacuo, combined 
with water and AcOEt The aqueous phase was acidified until pH 1 with 2N HC1, 
extracted three times with with CH 2 C1 2) the combined organic phases were dried over 
anhydrous MgSCU, filtered and concentrated to give the titled product (1.23 g, 93%) as 
yellow-green crystals. 

LC^MS (MeCN/ H 2 0: 1/1): Rt 3.11 min and R* 3.24 min, 480 (M+l, ES+). 



Example 6 

2-[H3,44)imethoxy-ben2yI>^ J 7^^ 

indan-2-yl-2-pyrimidin-5-yI-acetamide 

prepared by reaction of l-[(3,4-Dimethoxy«4*myl^ 

naphthalen-2-yl] -pyrimidin- acetic acid with 2-aminoindane hydrochloride. 

LC-MS (MeCN/ H 2 0: 1/1): Rt4.64 min and R* 4.83 min, 595 (M+l, ES+). 

Example 7 

A r -benzyl-2-[1^3,4-Dimethyl-beiizyl)^ > 7Hiimethoxy-3,4-^y 
ylj-acetamide: 

prepared by reaction of 1^3,4^dimethyl-benzyl)^J-^imethoxy-l, 2,3,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with benzylamine. 
LC-MS (MeCN/ H 2 0: 1/1): R< » 4.35 min, 459 (M+l, ES+). 

Example 8 

2-[1^3,4-Dimethy^benzyl^ 
yl-acetamide: 
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prepared by reaction of H3,4-dime&yl-be^ 
tetrahydroisoquinoline and 2-bromoajcctyl bromide with 1-aminoindane. 
LC-MS (MeCN/H 2 0: 1/1): Rt= 4.47 min, 485(M+1, ES4-). 

Example 9 

2-fH3y4-DimethyM^ 
2-yl-acetamide: 

prepared by reaction of l^3 3 4-dimethyl-benzyl)^J-dime1hoxy-l^,3,4^ 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-picolylamine. 
LC-MS (MeCN/ H 2 0: 1/1): Rt= 2.99 rain, 460 (M+l, ES+). 

Example 10 

2- [l-(3,4-Dimethyl-benzyl)^,7^ 

3- yI-acetamide: 

prepared by reaction of H3,4-dime&yl-benzyl)^,7-dimethoxy4,2,3,^ 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 3-picolylamine. 
LC-MS (MeCN/H 2 0: 1/1): Rt=2.61 min, 460 (M+l, ES+). 

Example 11 

AT4>enzyl-2-[l<3,44)iethy^ 
acetamide: 

prepared by reaction of 1^3,4Hiiethyl-benzyl)-6,7-diinethoxy-l^,3,4- 
teln^ydroisoquinoline and 2-bromoacetyl bromide with benzylamine. 
LC-MS (MeCN/ H 2 0: 1/1): Rt- 4.35 min, 459 (M+l, ES+). 

Example 12 

2-[1^3^Diethyl-beiizyI)^,7Hlimethoxy-^ 
2-yl-methyO-acetamide: 
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prepared by reaction of HS^dietliyl-be^lVe^-dimethoxy-l^^ 
tetrahy droisoquino line and 2-bromoacetyl bromide with 2-picolylamme. 
LC-MS (MeCN/ H 2 0: 1/1): Rt - 2.87 min, 488 (M+l, ES+). 

Example 13 

2- [l<3,44)iethyl-beiizyl)-6,^^^^ 

3- yl-methyI)-acetamide: 

prepared by reaction of 1^3,4^ethyl«benzyl)-6,7-dimethoxy-"l ,2,3,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 3-picolylamine. 
LC-MS (MeCN/H 2 0: 1/1): Rt-2.85 min, 488 (M+l, ES+). 



Example 14 

2-[l-(3,4-Diethyl-benzy^ 
4-yl«methyl)-acetainide: 

prepared by reaction of 1^3,4-diethyl-bai2yl)^7^1imetJioxy-l 3 2,3,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 4-picolylamine. 
LC-MS (MeCN/ H 2 0: 1/1): R t = 2.71 min, 488 (M+l, ES+). 

Example 15 

2-[1^3,4-DicMoro-ben2yl)-6,7-dimethoxy-3,4-dihydro 
2-yl~methyI)-acetamide: 

prepared by reaction of 1 -(3 ,4-dichloro-benzyl)-6 > 7-dimethoxy- 1 ,2,3,4- 
tdrahydroisoquinoline and 2-bromoacetyl bromide with 2-picolylamine. 
LC-MS (MeCN/H 2 0: 1/1): R* = 3.72 min, 501 {M+l, ES+). 



Example 16 
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2~{l-(3,4-DicMoro-ben2yI^^ 
3-yl-methyl)-acetamide: 

prepared by reaction of H3,4niicUon)-ben2yl>6J-dimethoxy-l^,3,4- 
tetrahydroisoquinolinc and 2-bromoacetyl bromide with 3-picolylamine. 
LC-MS (MeCN/ H 2 0: 1/1): R* = 3.29 min, 501 (M+l, ES+). 



B Coupling of l£,3,4-Tetrahydroisoquinolines with 2-Bromoacetamides 

B.l Starting materials: Synthesis of 1^^,4-Tetrahydroisoquinoline derivatives: 



B.1.1 Synthesis of the phenylethylamides: 
Procedure I: 

A solution of the respective phenylethylamine (80 mmol) and of tridhylamine 
(90 mmol) in THF (120 mL) was cooled to 0°C and treated portionwise with the 
respective acetyl chloride (80 mmol). After stirring for 10 min at 0°C and for 14 h 
at room temperature a sat aqueous NaHCC>3 solution was added, the phases were 
separated and the aqueous phase was extracted three times with ethyl acetate (ISO 



ma 



1) Poa 3 

2) NaBKi 
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mL). The solvent was removed in vacuo and the residue was either recrystalized 
from toluene or purified by flash chromatography to give the following amides: 

N-[2~(3-Meftoxy-phenyI)^ 

prepared by reaction of 3-methoxyphenylethylamine with 3,4-dimethoxyphenyl 
acetyl chloride. 

LC-MS: rt = 4.1 min, 330 (M+l, ES+). 

N-[2-(3,4-Dimethojy-phenyO-ethyI]--pheiiyI-acetainide: 

prepared by reaction of 3,4-dimeflioxyphenylethylamine with phenyl acetyl 
chloride. 

N-[2-(3,4-Dimethoxy-phenyl>ethyI]-3-methoxyphenyl-acetamide: 

prepared by reaction of 3,4-dimethoxyphenylethylamine with 3-methoxyphenyl 
acetyl chloride. 

LC-MS: rt - 4.0 rain, 330 (M+l, ES+). 
N-[2^3,44)imethoxy-phenyl)-etty^ 

prepared by reaction of 3,4-dimethoxyphenylethylamine with 4-methoxyphenyl 
acetyl chloride. 

LC-MS: rt = 4.0 min, 330 (M+l, ES+). 
N-[2-(3,4-Dimethoxy-phenyI)-ethylH^ 

prepared by reaction of 3 ,4-dimethoxyphenylethylamine with 2,5- 
dimethoxyphenyl acetyl chloride. 
LC-MS: rt = 4.1 min, 360 (M+l, BS+). 

N-p^S-Dmethoxy-p^ 

prepared by reaction of 2,5-dimethoxypheoylethylaimne with 3,4- 
dimethoxyphenyl acetyl chloride. 
LC-MS: it = 4.2 min, 360 (M+l, ES+). 
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N-[2<3,4-Dimethoxy-phenyI)-ethyll-3-pheuyl-propiouamicle: 

prepared by reaction of 3,4-dime*hoxypheayletliylamine with 3-phenyl propionyl 
chloride. 

LC-MS: rt = 4.2 min, 314 (M+l, ES+). 

N-IH3,4-Dimethoxy-phenyI)^thyl]-2-phenyl-butyramide: 

prepared by reaction of 3,4-dimethoxyphenylethylamirie with 2-Phenylbutyryl 
chloride, 

Rf =0,21 (ethyl acetate/heptane 1/1) 

N-I2-(2^-Dimethosy-phenyl)-ethyl)^pheiiyl-acetainide: 

prepared by reaction of 2,5-dimethoxyphenylethylamine with diphenylacetyl 
chloride. 

LC-MS: rt = 5.3 min, 376 (M+l, ES+). 
N-I2-(2£-Dimethoxy~phenyl)^thy^ 

prepared by reaction of 2,5-dimethoxyphenylethylamine with 2,5- 
dimefhoxyphenyl acetyl chloride, 
LC-MS: rt = 4.6 min, 360 (M+l, ES+). 

N-{2^,4-Dimethoxy-phenyI)^hylI^^Iorophenyl^cetamide: 

prepared by reaction of 3,4-dimethoxyphenylethylamine with 4-chlorophenyl 
acetyl chloride. 

LC-MS: rt - 4.4 min, 334 (M+l, ES+). 

N-[2-(2^-Dimetho^-phenyl)-ethyII-phenyl-acetamide: 

prepared by reaction of 2,5-dimedioxyphenylefcylamine with phenylacetyl 
chloride. 

LC-MS: rt = 4.5 min, 300 (M+l, ES+). 

N-[2-(3-meflioxy-4-isopropoxy -phenyI)-ethyl)-3^-«limetho^^ 

prepared by reaction of 3-methoxy^isopropoxyphenylefhylainine with 3,4- 
dimethoxyphenyl acetyl chloride. 
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LC-MS: rt = 4.2 min, 388 (M+ 1, ES+). 
N42-(3A5-Trimeflioxy -phi^I>^yI]-3/l-dimethox^^ 

prepared by reaction of 3,4,5-trimethoxyphenylelliylamine with 3,4- 
dimethoxyphenyl acetyl chloride. 
LC-MS: rt = 3.8 min, 390 (M+l, ES+). 

N-[2-(23,4-Trimethoxy -pheny^-ethy^^^^ 

prepared by reaction of 2^,4-timethoxyphenyIethylainme with 3,4- 
dimethoxyphenyl acetyl chloride. 
LC-MS: rt - 4.1 min, 390 (M+l, ES+), 

N-[2-(3,5-Dimethoxy -pheny0^%l]^4-dime^ 

prepared by reaction of 3,5-lrhnethoxyphenylethylamine with 3,4- 
dimethoxyphenyl acetyl chloride. 
LC-MS: rt = 4.2 min, 360 (M+l, ES+). 

N^2-(3-BenzyIoxy^meth^^ 

prepared by reaction of 3-benzyloxy-4-methoxyphenylethylamine with 3,4- 

dimethoxyphenyl acetyl chloride. 

LC-MS: rt =4.7 min, 436 (M+l, ES+), 434 (M-l, ES^). 

N-(2~(4-Beiizyiojy-3-meft 

prepared by reaction of 4-benzyloxy-3 -methoxyphenylethylamine with 3,4- 
dimethoxyphenyl acetyl chloride, 
LC-MS: rt = 4.8 min, 436 (M+l, ES+). 

N-[2^-Beii2yloxy-5-metho^ 

prepared by reaction of 2-boo^loxy-5-metlK>xyphOTyIethylaniine with 3,4- 
dimethoxyphenyl acetyl chloride. 
LC-MS: rt - 4.8 min, 436 (M+l, ES+). 

N-{2-(S-Bepzytoxy-2^e^ 
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prepared by reaction of 5-benzyloxy-2-melhoxyphenylethylamine with 3,4- 
dimethoxyphenyl acetyl chloride. 
LC-MS: rt - 4.9 min, 436 (M+l, ES+). 

N-[2^3/l-Dimethoxy^henyI)-e%^^ 

prepared by reaction of 3 ,4-dimethoxyphenylethylamine with benzyloxy acetyl 
chloride. 

LC-MS: rt = 4.2 min, 330 (M+l, ES+). 
Procedure II: 

A solution of the respective phenylethylamine (25.0 mmol) and the respective 
phenylacetic acid (25.0 mmol) in 100 mL toluene was refluxed for 24 h in the 
presence of a Dean-Stark. The solvent was removed in vacuo and the residue was 
either recrystalized from toluene or purified by flash chromatography to give the 
following amides: 

N-[2<3/M)imethoxy-pheny^ 

prepared by reaction of 3 ,4-dimethoxyphenylethylamine and 3,4- 
methylenedioxyphenylacetic acid. 
LC-MS: it - 4.1 min, 344 (M+l, ES+). 

N-[2^3,4-Dimethoxy-phenyl)-ethyl]-4^methylaminophenyl-acetamide: 

prepared by reaction of 3,4-dimethoxyphenylethylamine and 4-dimethyl- 

aminophenylacetic acid. 

LC-MS: rt = 3.1 min, 343 (M+l, ES+). 

N-f2^3,4-Dnnethoxy-phenyl)-ethyl]-4-fluorophenyl-acetamide: 

prepared by reaction of 3,4-dimethoxyphenyldhylamine and 4-fluorophenyl-acetic 
acid 

LC-MS: rt = 4.1 min, 318 (M+l, ES+). 
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N-[2-(3,4-Dmetooxy-phenyl)^ 

prepared by reaction of 3,4-dimethoxyphenylethyIamine and 3,4- 

difluorophenyiacetic acid. 

LC-MS: rt = 4.2min, 336 (M+l, ES+). 

N-[2^3,4-Dimethoiy-phenyl)^thyl]^^ 

prepared by reaction of 3,4nlimethoxyphenylethylamine and 3,4,5- 
trhnethoxyphenylacetic acid. 
LC-MS: rt = 3,8 min, 390 (M+l, ES+). 

N-[2K3,4-Dmethoxy-pheny^ 

prepared by reaction of 3,4-dimethoxyphenylethylamine and 2,3,4- 
trimethoxyphenylacetic acid. 
LC-MS: rt = 4.1 min, 390 (M+l, ES+). 

N-[2^,4-Dimetho^-pheny^etfayII-naphthaIen-2-yI-acetamide: 

prepared by reaction of 3,4-dimethoxyphenylethylamine and 2-naphthylacetic 

acid. 

LC-MS: rt - 4.9 min, 350 (M+l, ES+), 
N-[2^2,5-Diraetooxy-pheny^ 

prepared by reaction of 2,5-dimetiioxyphenylethylamine and 3,4-methylene- 

dioxyphenylacetic acid. 

LC-MS: rt = 4.3 min, 344 (M+l, ES+). 

N^[2^3,4-Dimetho:qr-pte 

prepared by reaction of 3,4-dimethoxyphenylethylamine and 4-hydroxy-3- 
methoxy-phenylacetic acid. 

LC-MS: rt - 3.6 min, 346 (M+l, ES+), 344 (M-l, ES-). 
N-[2<3/*-Dimeth03^-phenyI)-et^^ 

prepared by reaction of 3,4-dimethoxyphenylethylamine and 3-benzyloxy-4- 
methoxy-phenylacetic acid. 
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LC-MS: rt - 4.6 min, 436 (M+l, ES+), 434 (M-l, ES-). 

B.l 2. Synthesis of 1,2,3,4-Tetrahydroisoquinolines via BiscWer-Napieralski- 
reaction (general procedure): 

To a suspension of the respective acetamide (60 mmol) in acetonitrile (100 mL) 
was added phosphorus oxychloride (16.2 mL, 177 mmol). The mixture was heated 
to reflux for 6 h and the solvent was removed in vacuo. The resulting oil was taken 
up in MeOH (70 mL), evaporated to dryness, dissolved in MeOH (130 mL) and 
cooled to 0°C, NaBH4 was added in small (!) portions and the reaction mixture 
was stirred for 14 h. The solvent was removed in vacuo, dichloromethane (150 
mL) and water (100 mL) were added, the phases were separated and the aqueous 
phase was extracted three times with dichloromethane (100 mL). The combined 
organic phases were concentrated in vacuo to give the following 
tetrahydroisoquinolines, which were purified either by flash chromatography or by 
crystallization as hydrochloride salt: 

H3,4-Dimeftoxy-benzyl)^-meto^ 

prepared by cyclisation of N-[2^3«Methoxy-phmyl)^%lJ-3,4-dimethoxyphenyl- 
acetamide. 

LC-MS: rt « 3.1 min, 314 (M+l, ES+). 

l-BenzyW,7Hiimethoxy-l^^,4-tetrahydroisoquinoline: 

prepared by cyclisation of N-[2<3,4-Dimethoxy^henyl)-ethyl]-phenyl acetamide. 
Rf (dichloromethane/methanol 5/1) = 0.51. 
LC-MS: rt « 3.1 min, 284 (M+l, ES+). 

H3-Methoxy-benzyI)^J-dmethoxy^ 

prepared by cyclisation of N-[2^3,4-Dimethoxy-phenyl)~ethyl]-3-methoxyphenyl 
acetamide. 

LC-MS: rt = 3.0 min, 314 (M+l, ES+). 
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H4-Metho^-benzyI)^ 

prepared by cyclisation of N-[2-(3,4-Dimethoxy-phenyl)^yl]-4-methoxyphmyl 
acetamide, 

LOMS: rt «= 3.0 min, 314 (M+l, E3+). 
1^2,54)imethoxy4jeiizyl)-6,7-dimefr^ 

prepared by cyclisation of N-[2^3,4-Dimethoxy-phenyl)-ethyI]-2,5-dimetiioxy- 
phenyl acetamide. 

LOMS: rt = 32 man, 344 (M+i, ES+). 
H3,4-Dimethoxy4>enzy9-5,8^ 

prepared by cyclisation of N-[2-(2,5-Dimethoxy-phenyl)-ethyl]-3,4-dimethoxy- 
phenyl acetamide. 

LC-MS: rt - 3.3 min, 344 (M+l, ES+). 



l-(2-Phenyl-ethyI)-6;7-dimetho^ 

prepared by cyclisation of N-[2-(3 3 4-Dimethoxy-phenyl)-ethyl]-3-phenyl- 
propionamide. 

LC-MS: rt = 3.2 min, 298 (M+l, ES+). 
l^l-Phenyl-propyO^T^imefho:^^ 

prepared by cyclisation of N-[2-(3,4-Dimethoxy-phenyI>^hyI]-2-phenyl- 
butyramide. 

LC-MS: rt = 3.3 min, 312 (M+l, ES+). 
l^iphenylmethyl)-5,8-dmetho^ 

prepared by cyclisation of N-[2^2,5-Dimethoxy-phenyl)-ed)Lyl]-diplienyl 
acetamide. 

LC-MS: rt = 3.7 min, 360 (M+l, ES+). 
l<2,5-Dimethoxy-beiizyI)-5,&^^ 
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prepared by cyclisation of N42^2,5-Dime1hoxy^ 
phenyl acetamide. 

LC-MS: rt = 3.6 min, 344 (M+l, ES+). 
l-(4<:Moro4>eiizyl)^^^ 

prepared by cyclisation of N-[2^3,4-Dimethoxy-phenyl)-ethyl]-4-chloro-plienyl 
acetamide. 

LC-MS: rt = 3.2 min, 318 (M+l, ES+). 

l-Beii2yl-5,8-dtoetlioxy-l^,3,4-teti^ydroisoqiiinoline: 

prepared by cyclisation of N-[2-{2,5-Dimetlioxy-phenyl>etliyl]-plienyl acetamide. 
LC-MS: rt - 3.4 min, 284 (M+l, ES+). 



l<3,4-Dimethoxy-benzy9-<>-metho^ 
isoquinoline: 

prepared by cyclisation of N-[2<3-Methoxy-4-isopropoxy-phenyl)-ethyl]-3,4^ 
dimethoxy-phenyl acetamide. 
LC-MS: rt = 3.32 min, 372 (M+l, ES+). 

H3,4-Methylenedioxy-bei^ 

prepared by cyclisation of N-[2<3,4-Dimethoxy-phenyl)-etiiyl]-3,4- 
methylenedioxy-phenyl acetamide. 
LC-MS: rt = 3.0 min, 328 (M+l, ES+). 

1^4-Dimethylamino-bei^ 

prepared by cyclisation of N-[2<3,4-Dimethoxy-ph^ 

phenyl acetamide. 

LC-MS: rt - 2.6 min, 327 (M+l, ES+). 
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l-(4-Fluoro-bcii2yO-^7-dimethoxy4,23j4-tetrahy 

prepared by cyclisation of N-[2-(3,4~Dimethoxy-phenyl)-^^ 
acetamide. 

LC-MS: rt-3.1 min, 302 (M+l, ES+). 
1^3,4-Difluoro-benzyl)-6/M^ 

prepared by cyclisation of N-[2^3ADime&oxy-phmyl)^thyl]-3,4-difluoro- 
phenyl acetamide. 

LC-MS: rt - 3.1 min, 320 (M+l, ES+). 
1^3,4,5-Trimethoxy4>eii2yl)^^ 

prepared by cyclisation of N-[2-(3,4-Dimethoxy-phenyl)-ethyl]-3,4,5-tiimethoxy- 
phenyl acetamide. 

LC-MS: rt « 3.0 rain, 374 (M+l, ES+). 

1^3,4-DimethG^-benzyl)^ 
isoquinoline: 

prepared by cyclisation of N-[2-(3A5-Trimethoxy-phen^^ 
phenyl acetamide, 

LC-MS: rt = 32 rain, 374 (M+l, ES+). 

1^3,4-Dimetbo:sy4>eiizyl)-5^ 
isoquinoline: 

prepared by cyclisation of N-[2<2,3,4-Trimetii03^^ 
phenyl acetamide. 

LC-MS: rt = 3.2 min, 374 (M+l, ES+). 

H3,4-Dimethoxy-benzyI)^>,^^ 
isoquinoline: 

prepared by cyclisation of N-[2^3,5-Dimethoxy-phmyl)-e^ 
phenyl acetamide. 

LC-MS: it = 3.5 min, 344 (M+l, BS+). 
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H2^,4-Trimethoxy-benz^^^ 
isoquinoline: 

prepared by cyclisation of N-[2-(3,4-Dimefhoxy-phenyl>ethy^ 
phenyl acetamide. 

LC-MS: rt - 3.2 min, 374 (M+l, ES+). 

l^aphthalen-2-yl-methyI)-6,7-diinethoxy-l^^,4-tetrahydro- 
isoquinoline: 

prepared by cyclisation of N-[2-(3,4-Dimetlioxy-phenyl)-ethyl]-naphthalen-2-yl 
acetamide. 

LC-MS: rt = 3.6 min, 334 (M+l, ES+). 

H3,4-Methyienedioxy-benzyl)^,8^^ 
isoquinoline; 

prepared by cyclisation of N-[2<2,5-Dimethoxy-phenyl)-ethyl]-3,4- 
methylenedioxy-phenyl acetamide. 
LC-MS: rt = 3,2 min, 328 (M+l, ES+). 

l<3,4-Dimetboxy-benzyl)^-benzyloxy-7-methoxy-l^^^-tetrahyd^ 
isoquinoline: 

prepared by cyclisation of N-[2-(3-Benzyloxy-4-methoxy-phenyl)-ethyl]-3,4- 
dimethoxy-phenyl acetamide. 
LC-MS: rt = 3.7 min, 420 (M+l, ES+). 

l-(3,4-Dimetboxy-benzyl)-7-bej^loxy-^^ 
isoquinoline: 

prepared by cyclisation of N-[2<4-Benzyloxy-3-metJioxy-phenyl)-ethyl]-3,4- 
dimethoxy-phenyl acetamide. 
LC-MS: rt = 3.6 min, 420 (M+l, ES+). 

l-(3y4-Dimetho^-benzyI^ 
isoquinoline: 
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prepared by cyclisation of N-[2-(2-B enzy loxy-5-methoxy-phenyl)-ethyl] -3 ,4- 
dimethoxy-phenyl acetamide. 
LC-MS: rt = 4.1 min, 420 (M+l, ES+). 

l-(3,4-Dimethoxy-benzyI)-8-benzyIo^ 
isoquinoline: 

prepared by cyclisation of N-[2-(5-Benzyloxy-2-methoxy-pheByl)-efhyl]-3,4- 
dimethoxy-phenyl acetamide. 
LC-MS: rt = 3.9 min, 420 (M+l, ES+). 

l-(4-Hydroxy-3-methoxy~benzy^^ 
isoquinoline: 

prepared by cyclisation of N-[2-(3,4-dimethoxy-phenyl)-ethyl]-4-hydroxy-3- 

metboxy-phenyl acetamide. 

LC-MS: rt = 2.8 min, 330 (M+l, ES+). 



l<3-Benzyloxy-4-methoxy-bei^ 
isoquinoline: 

prepared by cyclisation of N-[2-(3,4-dimethoxy-phenyl)-ethyl]-3-benzyloxy-4- 

methoxy-phenyl acetamide. 

LC-MS: rt = 3.6 min, 420 (M+l, ES+). 

l-Beii2yloxymi^yl-6,7-dimeth^ 

prepared by cyclisation of N-[2-(3,4-dimethoxy-pbenyl)-ethyl]-benzyloxy'- 
acetamide. 



B.2. Alkylation of 1^3,4-Tetrahydroisoqumolines with 2-Bromo-acetamides 
(general procedure) 
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At -15°C a solution of the respective amine in THF (250 jiL, 0.40 M) was added to 
a solution of 2-bromoacetyl bromide in THF (500 \lL, 0.20 M). The reaction 
mixture was treated with a solution of diisopropylethylamine in THF (250 pL, 2.0 
M), allowed to warm up to room temperature and stirred for 30 min. A solution of 
the respective tetrahydioisoquinoline in DMSO (500 \nL 9 0.20 M) was added and 
the mixture was heated to 75°C for 18 h. After cooling to room temperature water 
(2.0 mL) and ethyl acetate (2.0 mL) were added, the phases were separated and the 
aqueous phase was extracted two times with ethyl acetate. The combined organic 
phases were concentrated in vacuo to give the following tetrahydroisoquinoline 
derivatives: 

Example 17 

2-(l-Benzy^3,4-dihydro-^ 

prepared by reaction of l-Benzyl-l,2,3,4-tet^ydroisoquinolme and 2- 
bromoacetyl bromide with 2-methyIbenzylamine 
LC-MS: rt « 4.6 min, 385 (M+l, ES+). 

Example 18 

2^1-Benzyl-3,4Hlihydro-liI^ 

prepared by reaction of 1 -B oozy 1- 1 ,2 ,3 ,4-tetrahy dro isoquinoline and 2- 
bromoacetyl bromide with 2-chlorob enzy lamine 
LC-MS: rt = 4.7 min, 405 (M+l, ES+). 
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Example 19 

2<l-Benzyl-3,4Hlihyfa 
acetamide: 

prepared by reaction of l-B«i2yl-1^3,4-tetrahydroisoqirinoline and 2- 
bromoacetyl bromide with 1-naphthaleneethylamine 
LC-MS: rt = 4.7 and 4.8 min, 435 (M+l, ES+), 

Example 20 

2-(l-Ben^l-3,4-dihydro-:L^ 

prepared by reaction of l-Be»2yl-l,2,3,4-tetrahydrois^ and 2- 

bromoacetyl bromide with N-benzylmethylamine 
LC-MS: rt » 3.9 min, 385 (M+l, ES+). 

Example 21 

2-[H3,4-Dimethoxy-ben^l)-^^ 
(2~methoxy-bcnzyI)-acetamide: 

prepared by reaction of 1^3,4-dimethoxy-bea2yl>6-methoxy-l r 2,3,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-methoxybenzylamine 
LC-MS: rt «= 4.0 min, 491 (M+l, ES+). 

Example 22 

2-[H3,4-Dimethoxy-benzyl)^m 
benzyl-acetamide: 

prepared by reaction of 1^3,4-dimethoxy-baizyl)-6»methoxy4 > 2,3,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with benzylamine 
LC-MS: rt = 3.9 min, 461 (M+l, ES+). 
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Example 23 

2-[l-(3,4-Dimetho^-ben^ 
(4-methoxy-benzyl)-acetamide: 

prepared by reaction of 1^3,4-dimethoxy-ben2yl)-6-methoxy-l,2,3,4- 
tetrahydroisoquiaoline and 2-bromoacetyl bromide with 4-mefhoxybeiizylainine 
LC-MS: it = 3.9 min, 491 (M+l, ES+). 

Example 24 

2-[H3,4-Dimethoxy-benzyl)-6-meto^ 
(imphthalen-l-yl-methyl)-acetamide: 

prepared by reaction of 1^3 > 4-dimethoxy--benzyl)-6-methoxy-l^,3>4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 1-napthalmemethylamine 
LC-MS: rt - 4.3 min, 51 1 (M+l, ES+). 



Example 25 

2-[l-(3,4-Dimethoxy-benzyl)^-^^ 
(3-methyI-benzyl)-acetamide: 

prepared by reaction of 1 -(3 ,4-dimethoxy-ben2yl)-6-methoxy- 1 ,2,3,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 3 -methylbenzylamine 
LC-MS: rt=4.1 min, 475 (M+l, ES+). 



Example 26 

2-[H3,4-Dimethoxy«beiizyI)^^ 
(indan-l-y])-acetamide: 
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prepared by reaction of l^S^dimethoxy-benzyl^-methoxy-lASA 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 1-amino-indane 
LC-MS: it = 4.2 min, 487 (M-H, ES+). 

Example 27 

2^1-(3,4-Dimethoxy-ben^ 
(l,2,3,4-tetrahydro-naphthaIen-l-yI)-acetamide: 

prepared by reaction of l-(3,4-dimethoxy-benzyl)-6-methoxy'l,2,3,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 1 ,2,3 ,4- tetrahydro- 1 - 
naphthylamine 

LC-MS: rt = 4.3 min, 501 (M+l, ES+). 
Example 28 

2-[l-(3,4-Dimethoxy«benzyl)-6-meth^ 
(pyridin-3-yl-methyl)-acetainide: 

prepared by reaction of H3,4-dimethoxy-benzyl>6-methoxy-l,2^,4" 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 3-piconylamine 
LC-MS: rt = 3.1 min, 462 (M+l, ES+), 

Example 29 

2-[l-(3,4-Dimethoxy-benzyI)^metho^ 
(pyridin-4-yl-methyi)-acetamide: 

prepared by reaction of l-(3,4-dim^iioxy-benzyl>-6-inethoxy~l^,3 > 4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 4-piconylamine 
LC-MS: rt = 3.1 min, 462 (M+l f ES+). 
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Example 30 

2~[1^3,4-Dimethoxy-benzy^ 
(2-fluoro-benzyl)-acetamide: 

prepared by reaction of 1 <3,4-dimetboxy-benzyI)-6-methoxy- 1 ,2,3,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-fluorobenzylamine 
LC-MS: rt « 4.0 rain, 479 (M+l, ES+). 

Example 31 

2-(l-BenzyM,7-dimetho^ 
acetamide: 

prepared by reaction of l-benzyl-6,7-dimethoxy-l ,2,3,4-teti^ydroisoquinoline 
and 2-bromoacetyl bromide with benzylamine 
LC-MS: rt = 3.9 min, 431 (M+l, ES+). 

Example 32 

2^1-BenzyW,7-dimethoxy-3^dihy^ 
acetamide: 

prepared by reaction of l-benzyl^/7-dimetho^-l^^ 
and 2-bromoacetyl bromide with l-amino-mdane 
LC-MS: rt = 4.2 min, 457 (M+l, ES+). 

Example 33 

2<l-Benzyl^7^imethoxy-3,4^ydr^^ 
hydronaphthalen-l-y!}-acetamide: 
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prepared by reaction of 14>enzyl^,7-dimethoxy-^ 

and 2-bromoacetyl bromide with 1 ,2,3 ,4-tetrahydro- 1 -naphthylamine 

LC-MS: it - 4.3 min, 471 (M+l, ES+). 
Example 34 

2^1-BenzyW/7-dimethoxy-3^ 
methyl)-acetamide: 

prepared by reaction of 1 -benzyl-6,7-*dimethoxy- 1 ,2,3,4-tetrahydroisoquinoline 
and 2-bromoacetyl bromide with 3-piconylamine 
LC-MS: rt - 3.0 nain, 432 (M+l, ES+). 

Example 35 

2<l-Benzyl-6 J 7^imethoxy-3,4-dihydn^ 
benzyl)-acctamide: 

prepared by reaction of 1 -benzyl-6,7-dimethoxy- 1 ,2,3 ,4-tetrahydioisoquinoline 
and 2-bromoacetyl bromide with 2-mdhylbenzylamine 
LC-MS: rt = 4.1min, 445 (M+l, ES+). 

Example 36 

2-(l-Ben2yW/7-dimethoxy-3,4^ft^ 
benzyl)-acetamide: 

prepared by reaction of 1 -benzyl-6,7-diraethoxy~ 1 ^,3,4-tetrahydroisoquinoline 
and 2-bromoacetyl bromide with 2,5-difhioroben2ylamine 
LC-MS: rt = 4.1 min, 467 (M+l, ES+). 
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Example 37 

2<l-Benzyl-6,7HJimethoxy-3,4-dihydro-^ 
benzy l)-acetamide : 

prepared by reaction of 14jenzyl-6J-dimethoxy-l£,3,4-t^ 
and 2-bromoacetyl bromide with 4-fluorob enzy lamine 
LC-MS: rt = 4.0 min, 449 (M+l, E3+). 

Example 38 

2-(l-BenzyM,7^methox 
bcnzyl)-acetanjide: 

prepared by reaction of l-benzyl-6J-dimethoxy4,2,^ 
and 2-bromoacetyl bromide with 2-chlorob enzylamine 
LC-MS: rt = 4.2 min, 465 (M+l, ES+). 

Example 39 

2-(l-Benzyl-6,7-dimethoxy-3,4^iaydro-l^^ 

1- yl-ethyl)-acetamide: 

prepared by reaction of l-benzyl-6^Hlimeftoxy^ 
and 2-bromoacetyl bromide with 1 -naphfhaleneethylamine 
LC-MS: rt - 4.3 and 4.4 min, 495 (M+l, ES+). 

Example 40 

2- (l-BenzyI-6;7^imetho^ 
methyl-acetamide: 

prepared by reaction of l-benzyl^,7-dmethoxy-l^,4^ 
and 2-bromoacetyl bromide with N-benzybnefliylamine 
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LC-MS: rt = 3.8min, 445 (M+l, ES+). 
Example 41 

2-[1^3-Methoxy-beiuyI)-6;7-ffi^ 
(2~methoxy-benzyl)-acetainide: 

prepared by reaction of 1^3-Methoxy-benzyl)A7 

isoquinoline and 2-btomoacetyl bromide with 2-methoxybenzylamine 

LC-MS: rt = 4.0 min, 491 (M+l, ES+). 



Example 42 

2-[l<3-Methoxy-benzyI)-6,7-dim^^^^ 
benzyl-acetamide: 

prepared by reaction of 1 -(3-Methoxy-b enzyl)-6,7-dixnethoxy- 1 ,2,3 ,4-tetrahydro- 
isoquinoline and 2-bromo acetyl bromide with benzylamine 
LC-MS: rt 3.9 min, 461 (M+l, ES+). 



Example 43 

2-[l-(3-Methoxy-benzyO^>7-dm^ 
(naphthalene -yl-methyl)-acetaniide: 

prepared by reaction of 1 -<3 -Methoxy-benzyl)^,7Kiimethoxy-l ,2,3,4-tet^ 
isoquinoline and 2-bromoacetyl bromide with naphthalen- 1 -y l-methylamine 
LC-MS: rt = 4.3 min, 511 (M+l, ES+). 

Example 44 

2-[H3-Methoxy-benzyl)^,7^ 
(3-methyl-benzyI>-acetamide: 
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prepared by reaction of H3-Meftoxy-benzyl)^ 

isoquinoline and 2-bromoacetyl bromide with 3-methyl-benzylamine 

LC-MS: rt-4,1 min, 475 (M+l, ES+). 

Example 45 

2-[H3-Methoxy-benzy^ 
(indan-l-yl>-acetamide: 

prepared by reaction of l-(3-Metho:^-benzyl)-6J-dim^ 
isoquinoline and 2-bromoacetyl bromide with 1 -Amino indan 
LC-MS: rt * 4.2 min, 487 (M+l, BS+). 

Example 46 

2-[l-(3-Methoxy-benzyI)-6,7-dimetho 
(l,2,3 f 4-tetrahydronaphthalen-l-yi)-acetamide: 

prepared by reaction of 1 -(3-Methoxy-benzyl)-6,7-dime^ 

isoquinoline and 2-bromoacetyl bromide with 1,2^,4-tetrahydro-l-naphfliylainine 

LC-MS: rt - 4.3 min, 501 (M+l, ES+). 

Example 47 

2-[l-(3-Methoxy-benzyI)^,7-dimethoxy-3,^ 

(pyridin-3-yl-methyI)-acetamide: 

prepared by reaction of l-(3-Metiioxy-benzyl)-6,7-^ 

isoquinoline and 2-bromoacetyl bromide with 3-aminomethyl-pyridine 

LC-MS: rt = 3.1 min, 462 (M+l, ES+). 



Example 48 
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2-fl-(3-Methoxy-beiizyI)-6,7-dim^ 
(2-fluoro-benzyl)-acetamide: 

prepared by reaction of l-(3-Methoxy-ben2yl)-6,7-dimeth^^ 
isoquinoline and 2-bromoacetyl bromide with 2-fluoro-ben2ylamine 
LC-MS: rt = 4.0 min, 479 (M+l, ES+). 



Example 49 

2-[l-(4-Methoxy-benzyl)-6,7-dimetho^^ 
benzyl-acetamide: 

prepared by reaction of 1 -(4-Methoxy-benzyl>6,7-dimethoxy- 1 ^,3,4-tetrahydro- 
isoquinoline and 2-bromoacetyl bromide with beozylamine 
LC-MS: rt = 3.9 min, 461 (M+l, ES+). 

Example 50 

2-[l-(4-Methoxy-beiizyl)^ 
(naphtlialen-l-yl-nietliyl)-acetaiiiide: 

prepared by reaction of l-(4-Methoxy-benzyl)-6,7-^ 

isoquinoline and 2-bromoacetyl bromide with naphthalen-1 -yl-methylamine 

LC-MS: rt = 4.2 min, 511 (M+l, ES+). 

Example 51 

2-[lK4-Methoxy-beii2yI^ 
(indan-l-yl)-acetamide: 

prepared by reaction of l-(4-Methoxy-benzyl)-6,7-dimethoxy- 1 ,2,3 ,4-tetrahydio- 
isoquinoline and 2-bromoacetyl bromide with 1-Aminoindan 
LC-MS: rt = 4.1 min, 487 (M+l, ES+). 
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Example 52 

2-[1^4-Metho3y-benzyi)^ 
(I^^,4-tetrahydronaphthaleii-l-yl)-acctamide: 

prepared by reaction of l-(4-Methoxy-benzyl)^,7-dimethoxy-l^^ 
isoquinoline and 2-bromoacetyl bromide with 1 ,23 ,4-tetrahydro- 1 -naphthylamine 
LC-MS: rt - 4.2 min, 501 (M+l, ES+). 

Example S3 

2-[l-(4-Methoxy-ben;tyl)-6,7-dimeth^ 
(2-fluoro-benzyO-acetamide: 

prepared by reaction of l-(4-Methoxy-benzyl)^,7-dime^ 
isoquinoline and 2-bromoacetyl bromide with 2-fluoro-b enzylamine 
LC-MS: rt = 3.9 min, 479 (M+l, ES+). 

Example 54 

2-[l-(3,4-Dimethoxy-ben2yty^ 
AT-(2-methoxy-benzyl)-acetamide: 

prepared by reaction of l^^I^ethoxy-bCTzyl^y-dimedioxy-lAS^ 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-methoxybenzylamine 
LC-MS: rt = 3.7 min, 521 (M+l, ES+). 

Example 55 

2-[l-(3,4-Dimethoxy-beii2yI^ 
N-(4-m ethoxy-b enzyf)-acetamide: 

prepared by reaction of 1 ^3,4-Dimethoxy-benzyl)-6,7-diin^hoxy- 1 ,2,3,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 4-methoxybenzylamine 
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LC-MS: it = 3.7 min, 521 (M+l, ES+). 
Example 56 

2-[l-(3,4-Dimethoxy-benzyI)-6/7-^^ 
JV^3-methyl-benzyl)-acetamide: 

prepared by reaction of K3ADimethoxy-benzyl)^J^imethoxy-l^,3,4- 
teteahydroisoquinoline and 2-bromoacetyl bromide with 3-methyIbenzylamine 
LC-MS: rt - 3.8 min, 505 (M+l, ES+). 

Example 57 

2-[l-(3,4-Dimethoxy-ben2y^ 
A^indan-l-y^acetamide: 

prepared by reaction of 1 -(3 ,4-Dimethoxy-benzyl)-6,7-dimethoxy- 1 ,2,3 ,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 1-amino-indane 
LC-MS: rt = 3.9 min, 517 (M+l, ES+). 



Example 58 

2-[l-(3 5 4-Dimethoxy-benzyI)-6^ 
A^4-methyl-benzyI)-acetaiiiide: 

prepared by reaction of K3,4-Dimethoxy-boizyl)-6J-diinethoxy-l^,3,4- 
tetrahydroisoquino line and 2-bromoacetyl bromide with 4-methylbenzylaraine 
LC-MS: rt - 3.8 min, 505 (M+l, ES+). 



Example 59 



WO 01/68609 



PCT/EPO 1/02733 



54 

2-[l-(3,4-Dimethoxy-benzyO-6;7-dimeto^ 
iV-(l,2 5 3,4-tetrahydro-naphthalen-l-yI)-acetainide: 

prepared by reaction of l-(3,4-Dimeflu)xy-benzyl>6,7-^^ 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 1,2,3,4-tetrahydro-l- 
naphthylamine 

LC-MS: rt =» 4.0 min, 531 (M+l, ES+). 
Example 60 

241-(3,4-Dimethoxy4ienzyl>6/7-^^ 
iV-(pyridin-3-yl-methyO-acetamide: 

prepared by reaction of l-(3,4-Dimethoxy-ben2yQ-6,7-dimethoxy-l,2,3,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 3-piconylamine 
LC-MS: rt = 2.9 min, 492 (M+l, ES+). 

Example 61 

2-[l-(3,4-Dimetboxy-benzyI)-6,^ 
iV-(pyridin-4-yi-methyl)-acetaniide: 

prepared by reaction of l-(3,4-Dimethoxy-benzyl)-^ 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 4-piconylamine 
LC-MS: it = 2.9 min, 492 (M+l, ES+). 

Example 62 

2-[1^3,4-Dimethoxy-benzyI)-6,7-d^ 
iV-phenyl-acetamide: 

prepared by reaction of 1 -{3 3 4-Dim^hoxy-benzyI)-6,7-dimethoxy- 1 ,2,3,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with aniline 
LC-MS: rt = 3.7 min, 477 (M+l, ES+). 
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Example 63 

2-[l~(3,4-Dimethoxy-bei^ 
A^2-fluoro-benzyl)-acetamide: 

prepared by reaction of l-(3,4-Dimethoxy-benzyl)-6,7-dimedioxy--l, 2,3,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-fluorobenzylamine 
LC-MS: rt - 3.7 min, 509 (M+l, ES+). 

Example 64 

2-[1^3,4-Dimethoxy-benzyl)-6,7-dimeta^ 
iV-[2-(4-methoxy-plienyI)-ethyl]-acetamide: 

prepared by reaction of l^S^-Dimethoxy-benzyl^^-dimeflioxy-lAS^- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 4-methoxyphenylethyl- 
amine 

LC-MS: rt = 3.8 min, 535 (M+l, ES+). 
Example 65 

2-[l-(3,4-Dimethoxy-benzyI)-6/7-rt 
JV-(2-methyl-benzyl)-acetamide: 

prepared by reaction of l-(3,4-Dimethoxy^enzyl)^,7^iimethoxy-l ,2^,^ 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-methylb enzyiamine 
LC-MS: rt - 3.9 min, 505 (M+l, ES+). 

Example 66 

2-[l-(3,4-Dimethoxy-benzyl)-6,7-d^ 
AT-{2-trifIuoromcthyl-benzyl)-acetamjde: 

prepared by reaction of 1 -(3 ,4-Dimethoxy-benzyl)-6,7-dimethoxy- 1 ,2,3 ,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-trifluorobenzyiamine 
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LC-MS: rt « 4.0 min, 559 (M+l, ES+). 
Example 67 

2-[l-(3,4-Dimethoxy-benzyl^ 
iV<2,5-difluoro-beEzyI)-a cetamide: 

prepared by reaction of l-(3 ,4-Dimethoxy-be^l)-6 J-dimethoxy- 1 ,2,3,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 2,5-difluorobenzylamine 
LC-MS: rt = 3.8 min, 527 (M+l, ES+). 

Example 68 

2-[H3,4-Dimethoxy-bei^ 
AT-(4-fluoro-benzyl)-acetamide: 

prepared by reaction of l-(3,4-Dimethoxy-benzyl)-6,7-dimethoxy-lA3,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 4-fluorobenzylamine 
LC-MS: rt = 3.8 min, 509 (M+l, ES+). 

Example 69 

2-[l-(3,4-Dimethoxy-ben^l)^ 5 7-dim 
iV-(2-chloro-benzyI)-acetamide: 

prepared by reaction of 1~(3 ,4-I>imethoxy-benzyl)-6,7-dimetlioxy- 1 ,2,3,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-chlorobenzylamine 
LC-MS: it = 3.9 min, 525 (M+l, ES+). 

Example 70 

2-[l-(3,4-Dimethoxy-benzyI)^,7Hta 
A r -(2,4-dimethoxy-benzyl>acetamide: 
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prepared by reaction of l-(3,4-Dimethoxy-ben2yi^ 

tetrahydroisoquinoline and 2-bromoacetyl bromide with 2,4- 

dimethoxybenzylamine 

LC-MS: rt = 3.8 min, 551 (M+l, ES+). 

Example 71 

2-[l^3ADimethoxy-ben^ 
jV-(l-phenyi-ethyl)-acetamide: 

prepared by reaction of l-CS^Dimethoxy-benzyi^J-dimethoxy-l^^A 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 1 -phenylethylamine 
LC-MS: rt - 3,7 rain, 505 (M+l, ES+), 

Example 72 

2-[l-(3,4-Djmethory-benzyI^ 

iV-(l-naphthaIett-l-yl-etliyl)-acetaniide: 

prepared by reaction of 1 -(3,4-Dimethoxy-benzyl)-^ 

tetrahydroisoquinoline and 2-bromoacetyl bromide with 1-naphthaleneethylamine 

LC-MS: rt - 4.0 min, 555 (M+l, ES+). 

Example 73 

2-[l-(3,4-Dimethoxy-benzyl^ 
A^-benzyl-TV-methyl-acetamide: 

prepared by reaction of l<3,4-Dimethoxy-benzyl>6,7-dimethoxy-lA3,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with N-benzylmethylamine 
LC-MS: rt = 3.6 min, 505 (M+l, ES+). 



WO 01/68609 



PCT/EPO 1702733 



58 

Example 74 

2-[l-(3,4-Dimethoxy-bei^ 
A^furan^-yl-methyl-acctajnide: 

prepared by reaction of H3 ? 4-Dimethoxy-te 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 1-aminomefhylftirane 
LC-MS: rt = 3.5 min, 481 <M+1, ES+). 

Example 75 

2-ll-(3,4-Dimethoxy-benzyl)-6;7-^ 
AT-but-2-yl-acetamide: 

prepared by reaction of 1 -(3 ,4-Dimethoxy-benzyI)-6 J-diniefhoxy- 1 ,2,3 ,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-butylamine 
LC-MS: it - 0.57 min, 457 (M+l, ES+). 

Example 76 

2-[l-(3,4-Dimethoxy-benzyl>6,7-dimeto^ 
A^-(pyridin-2-yl-methyI)-acetamide: 

prepared by reaction of l-(3,4-Dimethoxy-benzyl)^ 
tetxahydroisoquinoline and 2-bromoacetyl bromide with 2-picolylamine 
LC-MS: rt - 0.46 min, 492 (M+l, ES+). 

Example 77 

2-[H3,4-Dimethoxy-benzyO^,7-dm 
A^(4-methoxy-indan-l-yI)-acetamide: 

prepared by reaction of l-(3,4-Dimethoxy-ben2yl^^ 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 1 -amino-4-methoxy- 
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LOMS: rt = 0.71 man, 547 (M+l, ES+). 
Example 78 

2-[l-(3,4-Dimethoxy-benzyl)-^^ 
JV<5,7^1imethyl-l^ 

prepared by reaction of 1^3,4-Dimethoxy-benzy^ 

tetrahydroisoquinoline and 2-bromoacetyl bromide with 5,7-dimethyl-l^,3,4- 

tetrahydro-l-naphthylaanine 

LC-MS: rt = 0-80 min, 559 (M+l, ES+), 

Example 79 

2-[l-(3,44)imethoxy-benzyI)^J-dime&^ 
A^(2-methyl-l,2^,4-tetrahydro-naphthalen-l-yI)^cctamide: 

prepared by reaction of 1 -(3,4-Dimethoxy-ben2yl)-6,7-dimethoxy- 1 ,2,3 ,4- 

tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-methyl-l,2,3,4- 

tetrahydro-l-naphthylamine 

LC-MS: rt = 0 J6 min, 545 (M+l, ES+). 

Example 80 

2-[H3,4-Dimethoxy-be»zy9^/7^^ 

jV-(6-methoxy-indaa-l-yl)-acetamide: 

prepared by reaction of l-(3,4-Dimethoxy-benzyl)A^ 

tetrahydroisoquinoline and 2-bromoacetyl bromide with 1 -amino-6-methoxy- 

indane 

LC-MS: rt = 0.72 min, 547 (M+l, ES+). 
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Example 81 

2-[l-(3,4-Dimethoxy-bei^ 
jV-(6-methyi-indan-l-yl)-acetamide: 

prepared by reaction of 1 -(3 ,4"Dimethoxy--benzyl)-6 > 7-dimethoxy- 1 ,2,3,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 1 -amino-6 -methyl-indane 
LC-MS: rt - 0.74 min, 53 1 (M+l , ES+). 

Example 82 

2-[l-(3,4-Dimethoxy-bera 
A^(S-fluoro-indan-l-ji)-acetamide: 

prepared by reaction of 1 -(3,4-Dimethoxy-benzyl) -6,7-dimethoxy- 1 ,2,3,4- 
tetrahydroisoqninoline and 2-bromoacetyl bromide with 1 -amino- 5 -fluoro-indane 
LC-MS: rt = 0.72 min, 535 (M+l, ES+). 

Example 83 

2-[l-(3,4-Dimethoxy-benzy^ 
7V-(5-methoxy"indan-l-yI)-acetamide: 

prepared by reaction of l-CS^-Dimethoxy-beii^Q^-dimethoxy-l^^^- 
tetrahydroisoqxiinoline and 2-bromoacetyl bromide with l-amino-5-methoxy- 
indane 

LC-MS: rt = 0.75 min, 547 (M+l, ES+). 
Example 84 

2~[H3,4-Dimethoxy-benzyI)^,7-dim^ 
iV-(4-methyl-indan-l-yI)-acetamide: 

prepared by reaction of 1 -(3 5 4-I^e1hoxy-benzyI)-6,7-dimettioxy- 1,2,3,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with l-amino-4-methyl-indane 
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LC-MS: rt = 0.86 min, 531 (M+l, ES+). 
Example 85 

2-[l-(3,4-Dimethoxy4>en2y])^^ 

iV-(3-methyl-indan-l-yl)-acetamide: 

prepared by reaction of l<3,4-Dimethoxy-^ 

tetrahydroisoquinoline and2-bromoacetyl bromide with l-amiDo-3-methyl-indane 
LC-MS: rt - 0.85 min, 531 (M+l, ES+). 

Example 86 

2-[(lS)-l-(3,4-Dimetho 

2-yl]-iV-[(lS)-indaii-l-ylI-acetamide: 

prepared by reaction of (lSH<3,4-Dimethoxy-ben2y^ 

tetrahydroisoquinoline and 2-bromoacetyl bromide with (1 S)- 1 -amino-indane 

LC-MS: rt - 3.8 min, 517 (M+l, ES+). 

Example 87 

2-[(lS)-l-(3,4-Dimethoxy-bei^ 

2-yI]-A r -[(lR)-indan-l-yl]-acetamide: 

prepared by reaction of (lS>l-(3,4~Dimethoxy-benzyl^ 

tetrahydroisoquinoline and 2-bromoacetyl bromide with (lR)-l-amino-indane 

LC-MS: rt = 3.9 min, 517 (M+l, ES+). 

Example 88 

2-[(lS)-lK3,4-Dimethoxy-beiizyI^ 
2-yIl-A r "(l»2^,4-tetrahydronaphthalen-l-yI)-acetamide: 
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prepared by reaction of (lS)-H3,4-I^ethoxy-^^ 

tetrahydroisoquinoline and 2-bromoacetyl bromide with 1,2^,4-tetrahydro-l- 
naphthylamine 

LC-MS: rt - 4.0 min, 53 1 (M+l, ES+). 
Example 89 

2-KlS)-H3,4-Dimethoxy-bei^ 
2-yl]-JV-benzyl-acetamide: 

prepared by reaction of (lS>H3,4-Dimeihoxy-btt 
tetrahydroisoquinoline and 2-bromoacetyl bromide with benzylamine 
LC-MS: rt = 3.7 min, 491 (M+l, ES+). 

Example 90 

2-[(lS)-l-(3 ) 4-Dimethoxy-benzyl^^ 

2-yI] -iV- (naphthalen-l-y l-methyl)-acetamide: 

prepared by reaction of (lS>l-(3,4-Dimethoxy-benzyl^^ 
tetrahydroisoquinoline and 2-bromoacetyl bromide with naphthalan- 1-yl- 
methylamine 

LC-MS: rt » 4.0 min, 541 (M+l, ES+). 
Example 91 

2-[(lS)-l-(3,4-Dimethoxy-bemy9^^ 
2-yI]-A r -(2-methoxy-benzyl)-acetamide: 

prepared by reaction of (lSVHS^Dimethoxy-benzyl^^-dimethoxy-l^^A 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-methoxy-benzylamine 
LC-MS: rt = 3.7 min, 521 (M+l, ES+). 
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Example 92 

2-[(lS>H3,4~Dimetho^-be^ 

2-yl]-iV-(2-ethoxy-benzyI)-acetamide: 

prepared by reaction of (lS)4-(3 a 4-Dimetho3^ 

tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-ethoxy-benzylamine 
LC-MS: rt = 4.0 min, 535 (M+l, ES+). 

Example 93 

2-yll-iV-benzyI-JV-methyl-acetamide: 

prepared by reaction of (lS)-l-(3,4-Dimetboxy-benzyl>6J-dimethoxy-l ,2,3,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with ^-benzyl-A^methylamine 
LC-MS: rt = 3 J min, 505 (M+l, ES+). 

Example 94 

2-[(lS)-l<3,4-Dimethoxy-beiizyO^,7HiTO 
2-yIJ-iV-[(lI^S>2-hydro^-indan-l-yl>aceteinide: 
prepared by reaction of (lS>H3,4-Dimethoxy-beaz^^ 
tetrahydroisoquinoline and 2-bromoacetyl bromide with. (lR,2S)-l-amino-2- 
indanol 

LC-MS: rt 3.5 min, 533 (M+l, ES+). 
Example 95 

2-[(lS)-l-(3 > 4-Dimethoxy-benzyl)-6 3 7-dimethoxy-3,4Hiihyd 
2-yI]-iV-[(lS^>2-hydroxy-indan-l-yil-acetamide: 
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prepared by reaction of (lS)-l-(3,4-Dimet^^ 

tefrahydroisoquinoline and 2-bromoacetyl bromide with (1 S,2R)- 1 -amino-2- 
indanol 

LC-MS: rt = 3.5 min, 533 (M+l, ES+). 
Example 96 

2-[(lS)-l-(3,4-Dimethoxy-benzyl)^ 
2-yl]JV^yridin-2-yI-methyI)-acetainide: 

prepared by reaction of (1 S)- 1 -(3 ,4-Dimethoxy^benzyl>6,7-dimethoxy- 1 ,2,3 ,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-picolylamine 
LC-MS: rt = 3.1 min, 492 (M+l, ES+). 

Example 97 

2-[(lS)-l-(3,4-Dimethoxy-benzyI)^,7-^ 
2-yl]-A r -(2-pheiiyl-ethyI)-acetamide: 

prepared by reaction of (lS)4-(3,4-Dime&oxy-beoozyI>6,7-dimethoxy-lA3,4- 
tetrahydicisoquinoline and 2-bromoacetyl bromide with 2-phenyl-ethylamine 
LC-MS: rt » 3.8 min, 505 (M+l, ES+). 

Example 98 

2-[(lS>H3,4-Dimethoxy-benzy^ 
2»yl]-iV-(cyclohexyl-methyI)-acetamide: 

prepared by reaction of ( 1 S)-H3,4-Dimetlmxy-benzyl)^ ,7-4imethoxy- 1 ,2,3,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with cyclohexyl-methylamine 
LC-MS: rt = 4.0 min, 497 (M+l, ES+). 



Example 99 
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2-[H2£-Dimetho^-benzyl^ 
7V^4-methoxy~ben2yl)-acetamide: 

prepared by reaction of l-(2,5-Dimethoxy-benzyl)^,7-dimefhoxy-l,2^,4- 
tetrahydroisoqumoline and 2-bromoacetyl bromide with 4-methoxybenzylanrine 
LC-MS: rt = 3.9 min, 521 (M+l, ES+). 

Example 100 

2-[l~(3,4-Dimethoxy-benzyl^ 
iV-(2-methoxy-benzyI)-acetainide: 

prepared by reaction of l-(3ADimethoxy-benzyl)-5,8-^iimethoxy-lA3,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-methoxybenzylamine 
LC-MS: rt = 43 min, 521 (M+l, ES+). 

Example 101 

24H3,4-Dimethoxy-benzyI)-5,8-^ 
iV-benzyl-acetamide: 

prepared by reaction of l-(3,4-Dimethoxy4>enzyl)^ 
tetrahydroisoquinoline and 2-bromoacetyl bromide with ben2ylamine 
LC-MS: rt = 4.3 min, 491 (M+l, ES+). 

Example 102 

2-[1^3,4-Dimethoxy-ben2^^ 
iV-[2^3,4-dimettoxy-phenyI)»ethyll-acetaniide: 

prepared by reaction of 1 ^3,4-Dimethoxy-benzyl)-5,8-diinethoxy-l ,2^,4- 
tdrahydroisoquinolnie and 2-bromoacetyl bromide with 3,4-dimethoxyphenyl- 
ethylamine 

LC-MS: rt « 4.3 min, 565 (M+l, BS+). 
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Example 103 

2-[H3,4-Dmethoxy-benzy^ 
N-(indan-l-yl)-acetamide: 

prepared by reaction of l^S^Dimethoxy-benzyl^S^-dimefhoxy-l^^,^ 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 1-araino-indane 
LC-MS: rt = 4.5 min, 517 (M+l, ES+). 

Example 104 

2-[l-(3,4-Dimethoxy~benzyI>5,8^^ 
JV^yridin-3-yl-methyJ)-acetamide: 

prepared by reaction of l-(3,4-Dimethoxy-benzyl)-5,8-djmethoxy-1^3,4- 
tetrahydroisoquinoline and 2-bromo acetyl bromide with 3-picolyIamine 
LC-MS: rt = 3.4 min, 492 (M+l, ES+). 

Example 105 

2-[l-(3 i 4-Dimethoxy-benzyI)-5£-di^ 
iV-butyl-acetamide: 

prepared by reaction of l<3,4-Dimethoxy-benzyl>5,8^iimethoxy-l,2,3,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with n-butylamine 
LC-MS; rt = 4.2 min, 457 (M+l, ES+). 

Example 106 

2-[l~(3,4-Dimethoxy-benzyI)-^ 
JV-(2-fluoro-b«izy^acetamide: 

prepared by reaction of l-<3,4-Dimethoxy-benzyI)-5,8-dimethoxy--l^ > 3,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-flnorobenzylamine 
LC-MS: rt = 4.4 min, 509 (M+l, ES+). 
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Example 107 

2-[l-(3,4-Dimethoxy-bei^ 
iV^yridin-2«yl-methyI)-acetamide: 

prepared by reaction of l<3,4-Dime&oxy-ben2yl^ 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-picolylamine 
LC-MS: rt — 3.7 rain, 492 (M+l, ES+). 

Example 108 

2-tl-(3,4-Dimethoxy-benzy^ 
iV-[l,3,4]thiadiazol-2-yl-acetainide: 

prepared by reaction of l-(3,4-Dimethoxy-bai2^ 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-amino-l,3»4-thiadiazole 
LC-MS: rt « 3.8 min, 485 (M+l, ES+). 

Example 109 

2-[lH3,4-Dimethoxy-beii2y9-5^ 
iV^lff-benzoimida2ol-2yl-mettiyI)-acetaniide: 

prepared by reaction of l-(3 3 4-Dimethoxy-benzyl)-5,8-dnnethoxy- 1 ,2,3 ,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-(aminomethyl)- 
benzimidazole 

LC-MS: rt = 3.4 min, 531 (M+l, ES+). 

Example 110 

2-[H2-Phenyl^yI^ 
(pyridin-3 -y 1-m ethy I)~acetam ide : 
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prepared by reaction of l<2-Phenyl^ethyl)^,7^elhoxy-l 5 2,3 > 4-tetrahydro- 
isoquinoline and 2-bromoacetyl bromide with 3-picolylamine 
LC-MS: rt = 2.7 min, 446 (M+l, ES+). 

Example 111 

2-[l-<2-Pheiiyl-efhyl)-6^^^ 
fluoro-benzyI)-acetamide: 

prepared by reaction of l<2-Phenyl^yl)A7Aethoxy-l,2,3,4-tetrahydro- 
isoquinoline and 2-bromoacetyl bromide with 2-fluorobenzylamine 
LC-MS: rt - 4.0 min, 463 (M+l, ES+). 

Example 112 

2-lH2-Pheny^ethyl)-6^dta 
cyclohexyl-acetamide: 

prepared by reaction of l-(2-Phenyl-ethyl)^,7-dim^ 
isoquinoline and 2-bromoacetyl bromide with cyclohexylamine 
LC-MS: rt = 4,0 min, 437 (M+l, ES+). 

Example 113 

2-[l-(l-Phenyl-propyO^,7-dimethoxy-3,4-dihydro-Lff-^ 
benzyl-acetamide: 

prepared by reaction of Hl-Phenyl-propyl^J-dimethoxy-l^^ 
tetrahydroisoquinoline and 2-bromoacetyl bromide with benzylamine 
LC-MS: rt - 4.4 min, 459 (M+l, ES+). 



Example 114 
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2-[Hl-PheiiyI-propy9^^^ 
(pyridin-2-yl~methyl)-acetamide: 

prepared by reaction of l-(l-Phenyl-propyl)-6,7-dimethoxy-l, 2,3,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-picolylamine 
LC-MS: it - 3.7 min, 460 (M+l, ES+). 

Example 115 

241-(Diphenyl-methyl^ 
methoxy-beiizyl)-acetamide; 

prepared by reaction of l-(Diphenyl-methyl)-^ 
hydroisoquinoline and 2-bromoacetyl bromide with 2-methoxy-benzylamine 
LC-MS: tt - 5.2 min, 537 (M+l, ES+). 

Example 116 

2-(l^iphenyl-methyl)-5£-dimeth^ 
(pyridin-2-yl-methyl)-acetamide: 

prepared by reaction of l-(piphOTyl-methyI)-S,8^ 
hydroisoquinoline and 2-bromoacetyl bromide with 2-picolylamine 
LC-MS: rt = 4.3 min, 508 (M+l, ES+). 

Example 117 

2~[H2^IMmethoxy4jenzyI)-5,8^imeto^ 
A^indan-l-yl^acetamide: 

prepared by reaction of l-(2,5-Dimethoxy-benzyl)-5,8-dimethoxy- 1 ,2,3 ,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 1-amino-indane 
LC-MS; rt - 4.6 min, 517 (M+l, ES+). 
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Example 118 

2-[H2^Dimethoxy-bei^^ 
jV-benzyl-acetamide: 

prepared by reaction of l-(2,5-Dime&oxy-be^ 
tetrahydroisoquinoline and 2-bromoacetyl bromide with benzylamine 
LC-MS: rt - 4.4 min, 491 (M+l, BS+). 

Example 119 

2-[l-(2 J 5-Dimethoxy-benzyl>5£-(Umeth^^^ 
iV-(2-methoxy-benzyl)-acetaimde: 

prepared by reaction of 1 -(2,5-0imethoxy-benzyl>5,8-dimethoxy-- 1 ,2,3,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-methoxy-benzyl-amine 
LC-MS: rt - 4.5 min, 521 (M+l, ES+). 

Example 120 

2-[l<2^Dimethoxy-benzyI)-5,8Mlm^ 
JV-(2-ethoxy-benzyl)-acetamide: 

prepared by reaction of H2,5-Dimethoxy-b^izyl)-5 ,8-dimettioxy- 1 ,23 ,4- 
tetrahydioisoquinoline and 2-bromoacetyl bromide with 2^thoxy-benzyl-amine 
LC-MS: rt = 4.6 min, 535 (M+l, BS+). 

Example 121 

2-[l^,5-Dimethoxy-benzyl)-53^ime 
iV-[(lR^S)-2-hydroxy-indan-l-yI]-acetamide: 

prepared by reaction of 1 ^2^-Dimethoxy-beiizyl)-5,8-dimethoxy- 1 ,2,3,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with (lR^S)-l-amino-2- 
indanol 
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LC-MS: rt ~ 4.1 min, 533 (M+l, ES+). 
Example 122 

2-[l-(2 l 5-Dimethoxy-ben^l)-5,8^^ 
A^[(lS^R)-2-hydroxy-indan-l-yl]-acetamide: 

prepared by reaction of l-(2,5-Dimetlioxy-ben2yl)-5,8-diinethoxy- 1 ,2,3,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with (lS,2R)-l-amino-2- 
indanol 

LC-MS: rt = 4.1 min, 533 (M+l, ES+). 
Example 123 

2-[l-(2,5-Draethoj^-beiizy^ 
^-(pyridin^yl-metfiyO-acetamide: 

prepared by reaction of l-(2,5-Dimefhoxy-benzyi)-53-^^ 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-picolylamine 
LC-MS: rt - 3.8 min, 492 (M+1,ES+). 

Example 124 

2-[l-(2£-Dimethoxy-benzyl>5,8-d^ 
7V«(indan-2-yl)-acetamide; 

prepared by reaction of l-(2,5-Dimethoxy-benzyl)-5,8Hiiniethoxy--l 1 2,3,4- 
tdrahydroisoquinoline and 2-bromoacetyl bromide with 2-amino-indane 
LC-MS: rt - 4.6 min, 517 (M+l, ES+). 



Example 125 
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2-[l^4-Chloi^benzy^ 
(indan-l~yl)-acetamide: 

prepared by reaction of l^CUoro-benzyl^ej-dimethoxy-l ,2,3,4-tetra- 
hydroiso quinoline and 2-bromoacetyl bromide with 1-amino-indane 
LC-MS: rt = 4.8 min, 491 (M+l, ES+). 

Example 126 

2-[H4-OUoro4>eii2yl^ 
benzyl-acefamide; 

prepared by reaction of 1 -(4-Chloro-benzyl)-6,7-dimethoxy- 1 ,2,3,4-tetra- 
hydroisoquinoline and 2-bromoacetyl bromide with bea2ylamine 
LC-MS: rt = 4.4 min, 465 (M+l, ES+). 

Example 127 

2^H4-CUon>-benayl^ 
ethoxy-benzyl)~acetamide: 

prepared by reaction of l-(4-CMoro4ienzyl)^,7-dimeft^^ 
hydroisoquinoline and 2-bromoacetyl bromide with 2-etiioxy-benzylamine 
LC-MS: rt - 4.7 min, 509 (M+l, ES+). 

Example 128 

2-[1^4^hloro-benzyl)-6,7-dimeth^ 
[(lR r 2S>2-hydroxy-indan-l-yl]-acetamidc: 

prepared by reaction of 1^4-Chloro-benzyl)-6 t 7-dimeflioxy-l^ J 4-tetra- 
hydroiso quinoline and 2-bromoacetyl bromide with (lR^S)-l-ainmo-2-indanol 
LC-MS: rt - 4.0 min, 507 (M+l, ES+), 505 (M-l, ES-). 
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Example 129 

2-[l-(4^hloro4)enzy0^ 
(pyridiu-2-yI-methyQ-acetamide: 

prepared by reaction of H4-CUorcHb(^yI)-6,7-dimethoxy- 1,2,3, 4-tetra- 
hydroisoquinoline and 2-bromoacetyl bromide with 2-picolylamine 
LC-MS: rt = 3.6 min, 466 (M+l, ES+). 

Example 130 

2-[l-(4-CMoro-benzyI)-6,7~^ 
(indan-2-yl)-acetamide: 

prepared by reaction of l-(4-(^oro-benzyl)-6,7-dimdhoxy4^,3,44etra- 
hydroisoquinoline and 2-bromoacetyl bromide with 2-amino-indane 
LC-MS: rt = 4.5 min, 491 (M+l, ES+). 

Example 131 

2^1-Benzyl-5,8Hlimethoxy-3,4-^^^ 
hydroxy-indan-l-yI)-acetamide: 

prepared by reaction of l-Benzyl-5,8-dimethoxy-l,2^,4-tetrahydro-is 
and 2-bromoacetyl bromide with (lS^R)-l-ammo-2-indanol 
LC-MS: rt - 4.2 min, 473 (M+l, ES+). 

Example 132 

2-[l^^Dimethoxy-benzyI)-6-meta^ 
isoquinolin-2-yIl-iV-[(lS)-indan-l-yl]-acetamide: 

prepared by reaction of H3,4-Dimethoxy-benzyl>6-methoxy-7-isopropoxy- 
1 ,2,3,4-tetrahy<koisoqxiinoline and 2-bromoacetyl bromide with (lS)-l-amino- 
indane 
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LC-MS: it = 4.1 mill, 545 (M+l, ES+). 
Example 133 

2-[l-(3,4-Dimetho^-benzy^ 
isoquinoIin-2-yl]-AT-(l^ 

prepared by reaction of 1^3 > 4-Dimethoxy-benzyl)-6-methoxy-74sopmpoxy- 
1^3,4-teti^ydix>isoquinoline and 2-bromoacetyl bromide with 1,2,3,4-tetrahydro- 

1- naphthylamine 

LC-MS: rt = 4.3 min, 559 (M+l, ES+). 
Example 134 

2- [l-(3/t-Dimethoxy-benzyI)^methoxy^ 
iso quinolin-2-yl] -TV-bcnzyl-acetumide: 

prepared by reaction of l-(3,4-Dimethoxy-benzyI)-6-niethoxy-7-isopropoxy- 
1^3,4-tetrahydroisoquinoline and 2-bromoacetyl bromide with benzylamine 
LC-MS: rt- 3.9 min, 519 (M+l, ES+). 

Example 135 

2-[l-(3/M9imethoxy-benzyI)-6-m 

isoquinolin-2-yl]-iV-(naphthalen-l-yl-methyl)-acetamide: 

prepared by reaction of H3,4-Dimethoxy-benzyl>6-methoxy-7-i^ 
1,2^,4-tetrahydroisoquinoline and 2-bromoacetyl bromide with naphthalen-l-yl- 
methylaimne 

LC-MS: rt = 4.3 min, 569 (M+l, ES+). 



Example 136 



WO 01/68609 



PCT/EP01/02733 



75 

2-[l-(3,4-Dimethoxy-ben^l)-6-metho^^ 
isoqainoKn-2-yl]-JV-(2-me&^ 

prepared by reaction of l-(3,4-Dimethoxy-benzyl)-6-methoxy-7-isopropoxy- 
1,2,3,4-tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-methoxy- 
benzylamine 

LC-MS: rt = 4.0 min, 549 (M+l, ES+). 
Example 137 

2-[1^3,4-Dimethoxy-benzyl)^meto^ 
isoquinolin-2-yl]-JV-(2<thoxy-ben^Q-acetamide: 

prepared by reaction of 1 -(3 ,4-Diniethoxy-benzyl)-6-methoxy-7-isopropoxy- 
1 ,2,3,4-tetrahy droisoquinoline and 2-bromoacetyl bromide with 2-ethoxy- 
benzylamine 

LC-MS: it « 4.2 min, 563 (M+l, ES+). 
Example 138 

2-[1^3,4-Dimethoxy-benzyi)^-methoxy-7^ 
isoqumolin-2-yi]-iV-[(lR)-indan-l-yl]-acetamide: 

prepared by ruction of 1^3,4-Dimethoxy-benzyl)-6-methoxy-7-isopropoxy- 
1 ,2,3 Atetrahydroisoqumoline and 2-bromoacetyl bromide with (1R)- 1 -amino - 
indane 

LC-MS: rt = 4.1 min, 545 (M+l, ES+). 
Example 139 

2-[l-(3,4-Dimethoxy-benzyI)^m 
isoquinolin-2-ylj-iV-benzyl-A^-incthyl-acetamide: 
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prepared by reaction of l-(3,4-Dimethoxy-bmzyl^methoxy-7-isopropoxy- 
1 ,2,3 ,4-tetrahydroisoquinoIine and 2-bromoacetyl bromide with N-benzyl-N- 
methyl-amine 

LC-MS: rt « 3.9 min, 533 (M+l, ES+), 
Example 140 

2-[1^3,4-Dimethoxy-benzyl)^-methoxy-7-isopropoxy-3,^ 
isoquinoHn-2-yl]-JV-(l£;3/l-te^ 

prepared by reaction of 1^3,4-IMmethoxy-benzyl)-^methoxy-7-isopropoxy- 
1,2,3,4-tetrahydroisoqijinoline and 2-bromoacetyl bromide with 1,2,3,4-tetrahydio- 

1- naphthylamine 

LC-MS: rt - 4.0 min, 545 (M+l, ES+). 
Example 141 

2- [1^3,4-Dimethoxy-benzyI)^-metto 
isoquinoMn-l-yljJV^Cpyrid^ 

prepared by reaction of 1^3,4-Dimethoxy-benzyl)-6-mettioxy-7-isopropoxy- 
1 ^,3,4-tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-picolylamine 
LC-MS: rt = 3.4 min, 520 (M+l, ES+). 

Example 142 

2-[1^3,4-Dimethoxy-beii2yl)-6-methoxy-^^ 
isoquinoIin^yllTA^KlS^R^-hydroxy-indan-l-ylJ-acetamide: 

prepared by reaction of l-(3,4-Dimetboxy-benzyI)-6-metlu)xy-7-isopropoxy- 
1,2,3,4-tetrahydroisoquinoline and 2-bromoacetyl bromide with (lS,2R)-l-amino- 
2-indanol 

LC-MS: rt = 3.8 min, 561 (M+l, ES+). 
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Example 143 

2-[lH3,4-Dimethoxy-ben2yI)^ 
isoqiiinolin-2-yl]-iV-(2-phenyl-€thyl)-acetainide: 

prepared by reaction of H3,4-Dimethoxy-benzyl^ 

1 ,2,3 ,4-tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-phenyl- 

ethylamine 

LC-MS: rt - 4.0 mm, 533 (M+l, ES+). 
Example 144 

2-[l-(3,4-Dimethoxy-benzyl)-6-methoxy-7-fe^ 
isoquinoliii-2-yl]-JV-cycIohexyI-methyl--acetamide: 

prepared by reaction of 1 ^3,4-Dimethoxy-benzyl)-^-methoxy--7-isopropoxy- 
1,2^,4-tetrahydroisoquinoline and 2-bromoacetyl bromide with cyclohexyl- 
methylamine 

LC-MS: rt = 4.2 min, 525 (M+l, ES+). 
Example 145 

2-[1^3/M)imethoxy-benzyl^ 

isoqumolta-2-yll-JV^5^ 

acetamide: 

prepared by reaction of 1 -(3,4-Dimetiioxy-benzyl)-6-methoxy-7-isopropoxy- 
1,2,3,4-tetrahydroisoquinoline and 2-bromoacetyl bromide with 5,7-dimethyl- 
1^,3,4-tetrahydro-l-naphthylamine 
LC-MS: zt - 0.84 min, 587 (M+l, ES+). 



Example 146 
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2-[l-(3,44)imethoxy-benzyl)-6-meto^ 
isoquinolin-2-yl]-AT-(2-methyM,2^ 

prepared by reaction of l-(3,4-Dime&oxy-benzyl)-6^ 
1,2,3,4-teteahydroisoquinoline and 2-bromoacetyl bromide with 2-methyH,2,3,4- 
tetrahydro- 1 -naphthylamirie 
LC-MS: rt = 0.81 min, 573 (M+l, ES+). 

Example 147 

2-[1^3,4-Dimethoxy-beiizyO-6-^^ 
isoquinolin-2-yIl-A^(4-methyl-indan-l-yI)-acetamide: 

prepared by reaction of l-(3,4-Dime£hoxy-benzyl)-6-inethoxy-7-isopropoxy- 
l,2,3,44etrahydn>isoquinoline and 2-bromoacetyl bromide with l-amino-4- 
methyl-indane 

LC-MS: rt - 0.79 min, 559 (M-H, ES+). 
Example 148 

2-[l-(3,4-Dimethoxy-benzyl)-6-me&^ 
isoquinolin-2-yl]TAT-(4H^ 

prepared by reaction of 1 -(3 ,4-Dimethoxy-ben2yl) -6-methoxy-7-isopropoxy- 
l^,3Atetrahydroisoquinoline and 2-bromoacetyl bromide with 4-methyl-l ,2,3,4- 
tetrahydro- 1 -naphthy lamine 
LC-MS: rt = 0.81 min, 573 (M+l, ES+)- 

Example 149 

2-[1^3,4-Dimethoxy-ben2yI)^^ 
isoquinolin-2-yl]-A^6-methoxy-indan-l-yI)-ac£tamide: 
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prepared by reaction of 1 ^3 ADi^^o^-b^^^-^ m ^^ 7 - is ^ ro P ox y' 
1,2,3,4-tetrahydioisoquinoIine and 2-bromoacetyl bromide with l-amino-6- 
methoxy-indane 

LC-MS: rt 0.77 min, 575 (M+l, ES+). 
Example 150 

2-[l-(3,4-Dimethoxy-benzyI)^-metho^ 
isoquinolin-2-yI]-iV-(6-methyl-indaii-l-yl)-acetamide: 
prepared by reaction of l-(3,4-Dimethoxy-benzyl)-6-m^ 
1,2,3,4-tetrahydroisoquinoline and 2-bromoacetyl bromide with l-aniino-6- 
methyl-indane 

LC-MS: rt = 0.80 min, 559 (M+l, ES+). 
Example 151 

2-[1^3,4-Dimethoxy-benzyl)^m 
boquinolin-2-yI]-JV-(5-fluoro-indan-l-yl)-acetamide: 

prepared by reaction of HS^Dimethoxy-benzyO-S-methoxy^-isopropoxy-- 
1,2,3,4-tetrahydroisoquinoline and 2-bromoacetyl bromide with 1 -amino-5-fluoro- 
indane 

LC-MS: rt - 0/78 min, 563 (M+l, ES+). 
Example 152 

2-[1^3,4-Dimethoxy-benzyI)-6-meth^ 
isoqiiinoBn-2-yl]-JV-{2-methyl-indan-l-yI)-acetaniide: 

prepared by reaction of 1^3,4-Dimdhoxy-benzyl)-6-methoxy-7-isopropoxy- 
1,2^,4-tetrahydroisoquinoline and 2-bromoacetyl bromide with l-amino-2- 
methyl-indane 

LC-MS: rt = 0.79 min, 559 (M+l, ES+). 
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Example 153 

2-[l-(3,4-Dimethoxy-bei^ 
isoquinolin-2-yll-JV-(3-methyl^^ 

prepared by reaction of l-(3ADim^o^- be wD- 6 - m ^°^- 7 - is ^ ro P 0 ^ 
1 ,2,3 ,4^etrahydroisoquinoline and 2-bromoacetyl bromide with l-amino-3- 
methyl-indane 

LC-MS: rt = 0.79 min, 559 (M+l, ES+). 
Example 154 

2-[l^3,4-Dimethoxy-benzyl)-6-m^ 
isoquinoIiB-2-yl]-/V-(3-phenyl-iiidaii-l-yI)-acetamide: 

prepared by reaction of H3,4-Dimetlioxy-benzyl>-6-methoxy-7-isopropoxy- 
1 ,2,3,4-tetrahydroisoqumoline and 2-bromoacetyl bromide with l-amino-3-phenyl- 
indane 

LC-MS: rt = 0.86 min, 621 (M+l, ES+). 
Example 155 

241^3,4-Dtaethoxy-benzyI)^-^ 

isoquinolin-2-yl]-A45,6^imeth^ 

prepared by reaction of 1 ^3,4-Dime^xy-benzyl)^ 

1,2,3,4-tetrahydroisoquiiioline and 2-bromoacetyl bromide with l-amino-5,6- 

dimethoxy-indane 

LC-MS: rt = 0.72 min, 605 (M+l, ES+). 



Example 156 
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2-[l-(3,4-Dimethoxy-benzyl)-6-m^ 
isoqumolin-2-yl]-AH5-meth^ 

prepared by reaction of H3,4-Dimethoxy-be^l)-6-methoxy-7-isopropoxy- 
1 ,2,3,4-tetrahydroisoquinoline and 2-bromoacetyl bromide with l-amino-5- 
methoxy-indane 

LC-MS: rt = 0.76 nun, 575 (M+l, ES+). 
Example 157 

2-[l-(3,4-Dimethoxy-beii2yl)-^^ 
isoquinolin-2-yl]-iV-(5-bromo-indan-l-yl)-acetainide: 

prepared by reaction of 1^3,4-Dimethoxy-benzyl)-6-methoxy-7-isopropoxy- 
1,2,3,4-tetrahydroisoquinoline and 2-bromoacetyl bromide with l-amino-5-bromo- 
indane 

LC-MS: rt = 0,82 min, 623 (M+l, E3+). 
Example 158 

2-[l-(3,4-Dimethoxy-beiizy9-6-meth^^ 
isoquinolin-2-yn-JV^6,7,8£-tetr^ 

prepared by reaction of 1 -(3 ,4-Dimethoxy-b enzyl)~6-methoxy-7-isopropoxy- 
1^,4-teti^ydroisoquinoline and 2-bromoacetyl bromide with 6,7,8,9-tetrahydro- 
5#-benzocyclohepten-5-ylamine 
LC-MS: rt= 0.81 min, 573 (M+l, ES+). 

Example 159 

2-[H3,4-Methylenedioxy-bei^ 
2-yi] -iV-(indan-l-yl)-acetamide : 

prepared by reaction of 1 ^3 AMethylenedioxy-4>enzyI)^,7Klimethoxy-l ,2,3,4- 
tetrahydioisoquinolme and 2-bromoacetyl bromide with 1-amino-indane 
LC-MS: rt - 42 min, 501 (M+l, ES+). 
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Example 160 

2-[l-(3,4-Methyienedio^ 
2-yl]-iV-beii2yl-acetaniide: 

prepared by reaction of HSAMethylenedioxy-benzy^-ej-dimethoxy-l^^,^ 
tetrahydroisoquinoline and 2-bromo acetyl bromide with benzylamine 
LC-MS: rt - 4.0 mm, 475 (M+l, ES+). 

Example 161 

2-[1^3,4-Methylenedioxy-benzyl)-6^ 
2-y]J-ivr-{2-ethoxy-beiizyl>acetamide: 

prepared by reaction of 1 -(3,4-Methylenedioxy-benzyl)~6 J-dimethoxy-1 ,2,3,4- 
tetrahydroisoquinoline and 2-bromo acetyl bromide with 2-ethoxy-benzylamine 
LC-MS: rt - 4.2 min, 519 (M+l, ES+). 

Example 162 

2-[H3,4-MethyIenedfoxy-beii2^^ 
2-yl]-iV-[(lR^S>2-hydroxy-uidan4-yl>acetamide: 

prepared by reaction of l-(3,4-Methylenedioxy-bCTzyl>6J-dimethoxy-l,2^,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with (1 R^2 S)- 1 -amino -2- 
indanol 

LC-MS: rt - 3.7 min, 517 (M+l, ES+), 515 (M-l, BS-). 
Example 163 

241<3,4-MethyIenedioxy-benzy^ 
2-yl]-W-(indan-2-yI)-acetamide: 
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prepared by reaction of H3,4-Me&ylmedioxy^^ 
teti^ydroisoquinoline and 2-bromoacetyl bromide with 2-amino-indane 
LC-MS: rt = 4.1 min, 501 (M+l, ES+). 

Example 164 

2-[l-(4-Dimethylammo-^^ 
yl]-JV-(indan-l-yI)-aceta0ude: 

prepared by reaction of 1 -(4-Dimethylamino-benzyI)-6 J-dimethoxy-- 1 ,2,3 ,4- 
tefa^ydroisoquinoline and 2-bromoacetyl bromide with 1-amino-indane 
LC-MS: rt - 3.7 min, 500 (M+l, ES+). 

Example 165 

2-[H4-Dimethylamino-benzy^^ 

ylJ-iV^l^^^tetrahydro-naphthalen-l-yO-acetamide: 
prepared by reaction of l~(4-Dimethylamino4)en^ 
tetrahydroisoquinoline and 2-bromo acetyl bromide with 1 ,2,3,4-tetrahydro- 1 - 
naphthylamine 

LC-MS: rt = 3.9 min, 514 (M+l, BS4-), 
Example 166 

2-[l-(4-Dimethyiamino-benzy^ 
yf]-iV-benzyl-acetamide: 

prepared by reaction of 1^4-Dimeihyiamin^ 
tetrahydroisoquinoline and 2-bromoacetyl bromide with benzylamine 
LC-MS: rt = 3.5 min, 474 (MM, ES+). 
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Example 167 

2-[l-(4-Dimcthylamino-be^ 
yl]rA^(naphthalen-l-yl-methyI)-acetamide: 

prepared by reaction of l-(4-DimethyIamino-ben2yl)-6,^^ 
tetrabydioisoquinoline and 2-bromoacetyl bromide with naphthalen-l-yl- 
methylamine 

LC-MS: rt = 4.0 min, 524 (M+l, ES+). 
Example 168 

2-[l-(4-DimethyIamino-ben^ 
yl]-A r -(2-methoxy-benzyl)-acetamide: 

prepared by reaction of l-(4-Dimethylammo-benzyl)-6,7-^^ 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-methoxy-benzylamine 
LC-MS: rt = 3.6 min, 504 (M+l, ES+). 

Example 169 

2-[1^4-Dimethylamino-benzyi)^ 
yl]-iV-(2-ethoxy-ben2yI)-acetanude: 

prepared by reaction of 1^4-Dim^ylamino-benzyI)^,7-dimetiioxy-1^3>4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-ethoxy-benzylamine 
LC-MS: rt = 3.8 min, 518 (M+l, ES+). 

Example 170 

2-[1^4-DimethyIamino-ben^ 
yl]-^-[(lR^S)-2-hydro^-mdan-l-yll-acetaniide: 
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prepared by reaction of l-(4-Dimethylanrino-bea^^ 
tetrahydroisoqirinoline and 2-bromoacetyl bromide with (lR£S)-l-amina-2- 
indanol 

LC-MS: rt - 3.3 min, 516 (M+l, ES+). 
Example 171 

2-[H4~Dimethylamrao~be 

yl] -A^(pyridin-2-yl-methyl)-acetainide: 

prepared by reaction of l-(4-Dimethylammo-benzy^ 

tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-picolylamine 

LC-MS: rt = 2,9 min, 475 (M+l, ES+). 

Example 172 

2-[l-(4-FiuorO'ben2yI)-6J-dimetto 
(indan-l-yl)-acetamide: 

prepared by reaction of H4-Fluoro-ben^l)-6J-dime^ 
isoquinoline and 2-bromoacetyl bromide with 1-amino-indane 
LC-MS: rt = 4.3 min, 475 (M+l, ES+). 

Example 173 

2-[H4-Fiuoro-ben2yI)-6^^ 
(l^^^tetrahydbro-naphthalen-l-yl^acetamide: 

prepared by reaction of 1 -(4-Fluoro-benzyl)-6,7-diinethoxy- 1 ,2,3 ,4-tetrahydro- 
i&oquinoline and 2-bromoacetyl bromide with 1 ,2,3 ,4-tetrahydro- 1 -naphthylamine 
LC-MS: rt - 4.5 min, 489 (M+l, ES+). 
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Example 174 

:HH4-FIuoro-beiM^^ 
ethoxy-benzyl)-acetamide: 

prepared by reaction of 1 ^4-Fluoro-benzyI)-6 J-dimeihoxy- 1 ,2,3 ,4-tetrahydro- 
isoquinoline and 2-bromoacetyl bromide with 2^thoxy-benzylaniine 
LC-MS; rt = 4.3 min, 493 (M+l, ES+). 

Example 175 

2-[1^4-Fluoro-benzyl)^,7^metho 
benzyl-JV-methyl-acetamide: 

prepared by reaction of l-(4-Fluoro-benzyl)-6,7-<Jra^ 
isoquinoline and 2-bromoacetyl bromide with JV-benzyl-J\^-metiiylamine 
LC-MS: rt = 3.8 min, 463 (M+l, ES+). 

Example 176 

2-[l-(3,4-Difluoro4>enzyl)-6,7-dim 
benzyl*iV-methyl-acetamide: 

prepared by reaction of 1^3,4-Di£luoro-benzyl)^ f 7-dimethoxy-lA3 f 4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with A^benzyl-T^-methylamme 
LC-MS: rt = 3.9 min, 481 (M+l, ES+). 

Example 177 

2-[l-(3,4,5-Trimethoxy-beiizyl)^^ 
ylJ-A^indan-l-yl^acetamide: 

prepared by reaction of l-(3 ,4,5-Trimethoxy-be^l) -6,7-dimethoxy- 1 ,2,3 ,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 1-amino-indane 
LC-MS: rt - 4,0 min, 547 (M+l, ES+). 
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Example 178 

2-[H3,4-Dimethoxy-benz^ 
jIl-A^Cmdan-l-yl^acetamide: 

prepared by reaction of l<3,4-Dimethoxy-ben2yl)^ 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 1-amino-indane 
LC-MS: rt « 4.5 min, 547 (M+l, ES+). 

Example 179 

2-[H3,44)imethoxy-benzyI)^^ 
yl]-iV"(l^^,4-tetrahydro-naphthaIen-l-yl>acetamide: 

prepared by reaction of l<3,4-Dimethoxy-benzyl)-6,7,8-trimethoxy--l, 2,3,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 1 ,2,3,4-tetrahydro- 1- 
naphthylamine 

LC-MS: rt - 4.7 min, 561 (M+l, ES+). 
Example 180 

2-ll-(3,4-Dimethoxy-beiizyl)^^ 
yl]-7V-benzyl-acetamide: 

prepared by reaction of l-(3,4-Dimethoxy-benzyl)-6,7,8-t^ 
tetrahydroisoquinoline and 2-bromoacetyl bromide with benzylamine 
LC-MS: rt = 4.4 min, 521 (M+l, BS+). 

Example 181 

2-[H3,4-Dimethoxy-ben2y^ 
yl]-iV-(ii^htlialen-l-yl-metiiyI)-acetamide: 
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prepared by reaction of l-(3,4-Dimethoxy-benzyl)-6,7,^ 
tetrahydroisoquinoline and 2-bromoacetyl bromide with naphthalen-l-yl- 
mefhylamine 

LC-MS: rt = 4.8 min, 571 (M+l, ES+). 
Example 182 

2-[l-(3,4-Dimethoxy-benzyI)-6,7,8-t™ 

yI]-7V-(2-metboxy-benzyI)-acetamide: 

prepared by reaction of l-(3,4-Dimethoxy-benzyl)-6,7,^^ 

tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-methoxy-benzyl-amine 

LC-MS: rt - 4.4 min, 551 (M+l, ES+). 

Example 183 

2-[l-(3,4-Dimethoxy-benzyI)-6,7^ 
yl]-7V : -(2-ethoxy-benzyI)-acetamide: 

prepared by reaction of 1^3,4-Dimethoxy-benzyl)^ 1 7,8-trimedioxy-l,23>4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-ethoxy-benzyl-amine 
LC-MS: rt « 4.6 min, 565 (M+l, ES+). 

Example 184 

2-[l-(3,4-Dimethoxy-benzyl)-6/7$-tir^ 

yl] -A^-benzy WV-methyl-acetamide: 

prepared by reaction of 1^3,4-Dme*hoxy-benzyI)-6^ 

tetrahydroisoquinoline and 2-bromoacetyl bromide with iV-benzyl-AT-methylamine 

LC-MS: rt = 4.0 min, 535 (M+l, ES+). 
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Example 185 

2-[l-(3,4-Dimethoxy-benzyI)-6,7,8-tri^ 
yII-^{(lS,2R)-2-hydro^-iiidin-l-yl]-acetamide^ 
prepared by reaction of l-(3,4-Dime^oxy-bei^ 

tetrahydroisoquinoline and 2-bromoacetyl bromide with (lS,2R)-l-amino-2- 
indanol 

LC-MS: rt = 4.0 min, 563 (MU, ES+), 561 (M-l, ES-). 
Example 186 

241-(3,4-Dimethoxy-benzyl)-6^ 

yi]^-[(lR^S>2-hydroxy-indan-l-yl]-acetaniide: 

prepared by reaction of l-(3/H)imethoxy-benzylH/7,8-t^ 

tetrahydroisoquinoline and 2-bromoacetyl bromide with (lR,2S)-l-amino-2- 

indanol 

LC-MS: rt = 4.0 min, 563 (M+l, ES+). 
Example 187 

2-[M3,4-Dimethoxy-benzyO^ 
yl]-iV^yridin-2-yl-mettiyI)-acetamide: 

prepared by reaction of HS^Dimethoxy-benzyl^ 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-picolylamine 
LC-MS: rt - 3.7 min, 522 (M+l, ES+)- 

Example 188 

2-[l-(3,4-Dmethoxy-benzyI^ 
yI]-iV-(2-phenyl-ethyl)-acetamide: 
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prepared by reaction of l-(3,4-Dimethoxy-benzyl)^7,8-trimefhoxy-l^,3,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-phenyl-ethylamine 
LC-MS: rt « 4.5 min, 535 (M+l, BS+). 

Example 189 

2-[l<3,4-Dmethoxy-benzy^ 

yl]-iV-(cycIohexyl-methyl)-acetamide: 

prepared by reaction of H3,4-Dmetiioxy-benzy^ 

tetrahydroisoquinoline and 2-bnomoacetyl bromide with cyclohexyl-methylamine 

LC-MS: rt - 4.6 min, 527 (M+l, ES+). 

Example 190 

2-[1^3,4-Dimethoxy-beii2yI)-S&7-t^ 
yi]-7V-(indan-l-yl)-acetainide: 

prepared by reaction of l-(3,4-Dimethoxy-benzyl)-5,6J-tri^ 
tetrahy droiso quinoline and 2-bromo acetyl bromide with 1-amino-indane 
LC-MS: it - 4.3 min, 547 (M+l, BS+). 

Example 191 

yI]-iV^l£3,4~tetrahydro-napM 

prepared by reaction of l-(3,4-I^ethoxy-benzyl)-5,6J-trimeflioxy-lA3,4-. 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 1,2,3,4-tetrahydro-l- 
naphlhylamine 

LC-MS: rt = 4.4 min, 561 (M+l, ES+). 
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Example 192 

241-(3,4-Dimethoxy-beii!yl^ 
ylJ-A^benzyl-acetamide: 

prepared by reaction of l-(3ADime&oxy-benzyl)-5,6J-trimethoxy-l,2,3,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with benzylamine 
LC-MS: rt = 4.1 min, 521 (M+l, E3+). 

Example 193 

2-[i-(3,4-Dimethoxy-bei^ 
yl]-JV-(naphflialea-l-yl-methyl)-acetainide: 

prepared by reaction of l-(3,4«Dimethoxy-benzyl)-5,6,7-trimethoxy-l^,3A 
tetrahydroisoquinoline and 2-bromoacetyl bromide with naphthalan- 1-yl- 
methylamine 

LC-MS: rt = 4.5 min, 571 (M+l, ES+). 
Example 194 

2-[1^3,4-Dimethoxy-benzyl)-5A7~t^ 
yI]-A^(2-methoxy-ben2yI)-acetainide: 

prepared by reaction of l-(3 ,4-Dimethoxy-benzyl)-5 3 6 J-trimethoxy- 1 ,2,3,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-methoxy-benzyl-amine 
LC-MS: rt - 4.2 min, 551 (M+l, ES+). 

Example 195 

2-[1^3,4-Dimethoxy-benzy^ 
yl]-iV-(2-ethoxy-b enzy l)-acetamide: 

prepared by reaction of l-(3AD™e*hoxy-be^l>5A7-tiimelhoxy-1^3,4- 
tetrahydroisoquinoline and 2-bromoaceiyi bromide with 2-ethoxy-benzyl-amine 
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LC^MS: rt = 4.3 min, 565 (M+l, ES+). 
Example 196 

2-[H3,4-Dimethoxy-benzyl)-5^ 
yi]-^benzy!-iV-methyl-acetaiiiide: 

prepared by reaction of 1 -(3,4-Dimethoxy-benzyI)-5,6 J-trimethoxy-1 ,2,3 ,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with N-b enzyl-iV-methyl-ainine 
LOMS: rt = 3.9 min, 535 (M+l, ES+). 

Example 197 

2-[l-(3,4-Dimethoxy-benzyl)^ 
yl]-^-[(lR,2S)-2-hydroxy-indan-l-yl]-acetamide: 

prepared by reaction of H3,4-Dimethoxy-benzyi>5,6,7-iximethoxy-l, 2,3,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with (lR,2S)-l-amino-2- 
indanol 

LC-MS: rt « 3.8 min, 563 (M+l, ES+), 561 (M-1,ES-). 
Example 198 

2-[1^3,4-Dimethoxy-benzyl)^,6,7-tameffi 
yl]TAr-[(lS,2R>-2-hydroxy-indan4-yI]-acetaiiiide: 

prepared by reaction of l-(3,4-Dimethoxy-benzyI>5,6,7-tiimethoxy-lA3,4- 
tetrahydroisoquinoline and 2-brompacetyl bromide with (lS,2R)-l-amino-2- 
indanol 

LC-MS: rt - 3.8 min, 563 (M+l, BS+), 561 (M-l, ES-). 



Example 199 
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2-[1^3,4-Dimethoxy-beiizyl^ 
yl]-A^(pyridin-2-yl-raethyI)-acetaniide: 

prepared by reaction of l<3,4-Dimethoxy4}enzyl)-5,6,7"trimetho 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-picolylamine 
LC-MS: rt = 3.4 min, 522 (M+l, BS+). 

Example 200 

2-[l-(3,4-Dimethoxy-benzyl)-5,6,^ 
yIJ-iV-(2-phenyl-etliyI)-acetamide: 

prepared by reaction of l<3,4-Dimethoxy-benzyl)-5,6,7^ 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-phenyl-ethylamine 
LC-MS: rt = 4.2 min, 535 (M+l, ES+). 

Example 201 

2-11^3,4-Dimethoxy-bei^ 
yl]-JV-(cyclohexyl-methyl)-acetamide: 

prepared by reaction of l-(3ADimeflioxy-benzyl)-5,6,7-trimethoxy-l,2,3,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with cyclohexyl-methylamine 
LC-MS: rt - 4.3 min, 527 (M+l, ES+). 

Example 202 

2-[l-(3,4-Dimethoxy-beiJ^l)-5 ) 6 3 7-^^ 
yI]^V^indan-2-yl)-acetamide: 

prepared by reaction of l-(3,4-Dimethoxy-benzy^^ 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-amino-indane 
LC-MS: rt - 4.2 min, 547 (M+l, ES+). 
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Example 203 

2-[i-(3,4-Dimethoxy-beiiz^ 
JV-[(lS)-indan-l-3i]-acetanaide: 

prepared by reaction of , 1^3,4-Dimethoxy-beii2yl)-6,8-dimethoxy--l,2 > 3,4- 
tetrahydioisoquinoline and 2-bromoacetyl bromide with (1 S)- 1 -amino-indane 
LC-M3: rt = 4.4 min, 517 (M+l, ES4-). 

Example 204 

2-[H3,4-Dimethoxy-ben^^ 
M[(lR)-indan-l-yi]-acetamide: 

prepared by reaction of 1 -(3 ,4-Dimethoxy-benzyl)-6,8-4imethoxy- 1 ,2,3 ,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with (lR)-l-amino-indane 
LC-MS: rt - 4.4 min, 517 (M+l, ES+). 

Example 205 

2-[1^3,4-Dimethoxy4>enzyl^ 
A^(l^,4-tetrahydro-naphthaIen-l-yI)"acetamide: 

prepared by reaction of H3,4-Dmethoxy-ben2yl)-6, 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 1,2,3,4-tetrahydro-l- 
naphthylamine 

LC-MS: rt - 4.5 min, 531 (M+l, ES+). 
Example 206 

2-[l^3,4-Dimethoxy-ben2yI)^ 
N-benzyl-acetamide: 

prepared by reaction of l^^DimeAoxy-bQizyl^S-dimethoxy- 1,2,3,4- 
tetrahydroisoqainoline and 2-bromoacetyl bromide with benzylamine 
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LC-MS: rt = 4.2 min, 491 (M+l, ES+). 
Example 207 

2-[l-(3,4-Dimethoxy-benzyl)^ ) 8-dimethoxy^ 
/V-(naphthaIen-l-yI-methyl)-acetamide: 

prepared by reaction of l-fS^I^^o^-^Q^lJ^^-^ethoxy-l^^A 
tetrahydroisoquinoline and 2-bromoacetyl bromide with naphthalen-l-yl- 
methyiarnine 

LC-MS: rt = 4.5 min, 541 (M+l, ES+). 
Example 208 

2-[1^3,4-Dimethoxy-hen^l)^ 
A^(2-methoxy-benzyI)-acetamide: 

prepared by reaction of ^(S^Dimetlwxy-ben^O^^-dimedioxy-l^S^ 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-methoxy-benzyl-amine 
LC-MS: rt = 4.2min, 521 (M+l, ES+). 

Example 209 

2-[1^3yM)imethoxy4>en2yI^ 
7V-(2-ethoxy-benzyI)-acetamide: 

prepared by reaction of l-(3,4-Dimethoxy-benzyO^ 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-ethoxy-benzyl-amine 
LC-MS: rt - 4.4 min, 535 (M+l, ES+). 



Example 210 



WO 01/68609 



PCT/EP01/02733 



96 

2-[1^3,4-Dimethoxy-benz^ 
iV-(pyridin-2-yl-methyI)-acetaiiiide: 

prepared by reaction of 1 ^3,4-Dimethoxy-benzyl)-6,8-dimethoxy~ 1 ,2,3,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-picolylamine 
LC-MS: rt « 4.2 min, 492 (M+l, ES+). 

Example 211 

2-[1^3,4-Dmethojy-beii^ 
JV-[(lR,2S)-2-hydro^indan-l-yl]-acetaniide: 

prepare by reaction of l-(3,4-Dimetho^ben2yl)-6,8Kiimethoxy-lA3,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with (1RJZS)- 1 -ammo-2- 
indanol 

LC-MS: rt = 3,9 min, 533 (M+l, ES+). 
Example 212 

2-{1^3,4~Dimetho:^-benzyl)-6,^ 
iV-[(lS^R>2-hydroxy-mdaa-l-yI|-acetamide: 

prepared by reaction of l-(3,4-Dimethoxy-benzyO-6,8-dimethoxy-l^,4- 
tetrahydroisoqumoline and 2-bromoacetyl bromide with (lS,2R)-l-araino-2- 
indanol 

LC-MS: rt - 3.9 min, 533 (M+l, ES+). 
Example 213 

2-[l-(2^,4~Trimethoxy-ben^^ 
yll-JV-(indan-l-yQ-acetamide: 

prepared by reaction of 1 -(2^3 ,4-Trime1hoxy-bQizyl)-6,7-<iimetiioxy- 1 ,2,3 ,4- 
tet^ydroisoquinoline and 2-bromoacetyl bromide with 1-amino-indane 
LC-MS: rt - 4.1 min, 547 (M+l, ES+). 
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Example 214 

241-(2^,4-Trimethoxy-benzyI)-6,7-cli^ 

yl]^AT-(l,23/l-tetrahydro-napht^ 

prepared by reaction of l-(2,3,4-Trimethoxy-ben^ 

tetrahydroisoquinoline and 2-bromoacetyl bromide with 1 ^,3 5 4-tetrahydro- 1- 

naphthylamiae 

LC-MS: it - 4.3 min, 561 (M+l, ES+). 
Example 215 

2-[1^23,4-Trimetho^-benzy^ 
ylJ-iV-benzyl-acetamide: 

prepared by reaction of 1^2,3,4-Trimethoxy-benzyty^ 
tetrahydroisoquinoline and 2-bromoacetyl bromide with benzylamine 
LC-MS: rt - 3.9 min, 521 (M+l, ES+). 

Example 216 

2-[1^2^/t-Trimethoxy-benz^ 
yl]-iV-(naphthalen-l-yl-meaiyI)-acetamide: 

prepared by reaction of l-(2,3,4-Trimethoxy-ben2y^^ 
tetrahydroisoquinoline and 2-bromoacetyl bromide with naphthalan- 1-yl- 
methylamine 

LC-MS: rt = 4.3 min, 571 (M+l, ES+). 



Example 217 
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2-[l-(2;M-Trimethoxy-benzy^6J-dim^ 

yl]-7V^2-methoxy-beii2yI)-acetamide: 

prepared by reaction of l-(2,3,4-Trimethoxy-ben2^ 

tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-methoxy-benzyl-amine 

LC-MS: it = 4.0 min, 551 (M+l, ES+). 

Example 218 

2-[l<2£,4-Ti±metho:^ 
yI]-JV-(2"ethoxy-benzyI)-acetamide: 

prepared by reaction of l-(2,3,4-Trimethoxy-b^ 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-ethoxy-benzyl-amine 
LC-MS: rt - 41 min, 565 (M+l, ES+). 

Example 219 

2-[l-(2£,4-Trimethoxy-be)tt^ 
yi]-AT-[(lR,2S)-2-hydro^r-iiidaii-l--yl)-acetamide; 

prepared by reaction of H23,4-Trimethoxy-ben2yl)-6J-dimethoxy-lA3^ 
tetrahydroisoquinoline and 2-bromoacetyl bromide with (lR,2S>l-amino-2- 
indanol 

LC-MS: rt = 3.7 min, 563 (M+l, ES+), 561 (M-l, ES-). 
Example 220 

2-[l-(23,4~Trimethoxy-benzyI)-6J-^^ 
yl]-iV-(2-phenyl-ethyl)-acetamide: 

prepared by reaction of 1^2^,4-Trimethoxy-benzyl)-6,7<limethoxy-l^,^ 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-phenyl-ethylamine 
LC-MS: rt - 4.0 min, 535 (M+l, ES+). 
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Example 221 

2-[l-(2;3,4-Trimethoxy-bei^ 
yl]-Af-(mdan-2-yI)-acetamide: 

prepared by reaction of l-(2,3,4-Timethoxy-benzyl)^ 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-amino-indane 
LC-MS: rt = 4.1 min, 547 (M+l, ES+). 

Example 222 

2-[l-(Naphthalen-2-yl-me^ 
y!j-M(indan-l-yl)^cetamide: 

prepared by reaction of l^aphthden-2-yl-me&yl)^J-dimethoxy--l^,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 1-amino-indane 
LC-MS: rt = 4.8 min, 507 (M+l, ES+). 

Example 223 

2-[l^aphthaIen-2-yl-methyl)-6,7-dime&^ 
yl]-iV^l^,4-teti^ydro-naphfhalen-l-yO-acetanude: 

prepared by reaction of 1 ^aphthden-2-yl-melhyl)^ J-4imethoxy- 1 ,2,3 ,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 1 ,2,3 ,4-tetrahydro- 1 - 
naphthylamine 

LC-MS: rt = 4.9 min, 521 (M+l, ES+). 
Example 224 

2-[l-(Naphthaien-2-yl-m^^ 
yQ-JV-benzyl-acetamide: 

prepared by reaction of 1 ^q>hthalm-2-yl-methyl)^,7-dimethoxy- 1 ,2,3 ,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with benzylamine 
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LC-MS: rt - 4.5 min, 481 (M+l, ES+). 
Example 225 

2-[l-(Naphthalen-2-yI-met^ 
yI]-AHnaphthalen-l-yI-methyl)-acetamide: 

prepared by reaction of 1 ^aphthalen-2-yl-methyl)^ ^KUmethoxy- 1 ,2,3 ,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with naphthalen-l-yl- 
methylamine 

LC-MS: rt - 4.8 min, 531 (M+l, ES+). 

Example 226 

2-[l-(Naphthalen-2~yI-m^ 
yl]-JV-(2-methoxy-beii2yl)-acetamide: 

prepared by reaction of 1 -(Naphthalen^yl-methyO-e^^Jimethoxy- 1 ,2,3,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-methoxy-benzyl-amine 
LC-MS: rt = 4.5 min, 511 (M+l, ES+). 

Example 227 

2-[l-(Naphthalen-2-yl-m^ 
jd)-iV-(2-ethor>r-beii2yI)-acetainide: 

prepared by reaction of 1 -(Nq)hthalen-2-yl-mdhyl)^,7-diiTiethoxy-' 1 ,2,3 ,4- 
tetrahydroisoqainoline and 2-bromoacetyl bromide with 2-ethoxy-benzyl-amine 
LC-MS: rt = 4.7 min, 525 (M+l, ES+). 

Example 228 



WO 01/68609 



PCT/EP01/02733 



101 

2-[l-(Naphthalen-2-yl-methj^ 
yll^benzyl-JV-methyl-acetainide: 

prepared by reaction of l-(Naph1halea-2-yl-methyl)-6,7-dimefhoxy-l,2^,4- 
tetrahydroisoquinolme and 2-bromoacetyl bromide with iV^euzyl-iV"«methyl-aniine 
LC-MS: rt = 4.2 hub, 495 (M+l, ES+). 

Example 229 

l<3,4-Daydro-lff-isoqmno^ 
dimethoxy^^ihydro-liZ^isoqura^ 

prepared by reaction of l-(Naphthalen-2-yI-methyl)-6,7-dimethoxy- 1 ,2,3,4- 
tetrabydroisoquinoline and 2-bromoacetyl bromide with 1,2^,4-tetrahydio- 
isoquinoline 

LC-MS: rt - 4.3 min, 507 (M+l, ES+). 
Example 230 

2-[l-(Naphthalen-2-yI-methyI)-6J-dto^ 
yl]-JV-(pyridJn-2-yl-methyI)'-acetamide: 

prepared by reaction of l-(Naphthalen-2-yl-metbyl)^,7-dimethoxy- 1 ,2,3,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-picoIylamine 
LC-MS: rt - 4.4 min, 482 (M+l, ES+). 

Example 231 

2-[l-(NaphthaIen-2-y^methy 
yI]-A^[(lR^S>2-hydroxy-indan-l-yIl-acetamide: 

prepared by reaction of 1 ^aphlhalen-2-yl-methyl)-6,7^iinietiioxy- 1 ^3 ,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with (lR^S)-l-amino-2- 
indanol 

LC-MS: rt = 4.1 min, 523 (M+l, ES+), 521 (M-l, ES-). 
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Example 232 

2-[l^aphthaIen-2-yI-me 
yl]^-[(lS,2R)-2-hydroxy-indaii-l-yl]-acetamidc: 

prepared by reaction of l-(Naphthal^ 

tetrahydroisoquinoline and 2-bromoacetyl bromide with (lS,2R>-l-amino-2- 
indanol 

LC-MS: rt = 4.1 min, 523 (M+l, ES+), 521 (M-l, ES-). 
Example 233 

2-[l-(NaphthaIen-2-yl-me^ 

yl]-iNT^indan-2-y^acetamide: 

prepared by reaction of l-(Naphthalen-2-yl-m^ 

tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-amino-indane 

LC-MS: rt = 4.7 min, 507 (M+l, E3+). 

Example 234 

2-[l-(3-Bromo-4~methoxy-beiizyI)^ 
2-yl]-AT-(l,2£,4-teti^ydro-M 

prepared by reaction of H3-Biomo^methoxy4>enzyl)^,7^methoxy-l^,3,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 1 A3 ,4-tetrahydro- 1 - 
naphthylamine 

LC-MS: rt = 4.7 min, 579 (M+l, ES+). 
Example 235 

2-[H3-Bromo-4-methoxy-benzyI)«6/^ 
2-yl]-iV<indan-l-yl)-acetamide: 



WO 01/68609 



PCT/EP01/02733 



103 

prepaid by reaction of 1 -<3 -Bromo^-methoxy-bemyl>6,7^iimethoxy- 1 ,2,3,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 1-amino-indane 
LC-MS: rt = 4.5 min, 565 (M+l, ES+). 

Example 236 

2-[l-(3-Bromo-4-methoxy-beozyl^^ 
2-yl]-iV-beiizyI-acetaiiiide: 

prepared by reaction of 1 ^3-Bromo^-methoxy-benzyl>6,7-dimethoxy" 1 ,2,3,4- 
telrahydroisoquinoline and 2-bromoacetyl bromide with benzylamine 
LC-MS: rt = 4.3 mm, 539 (M+l, ES+). 

Example 237 

2-[l-(3-Bromo^-methoxy-benzyl>6,7-dimethoxy-3,4-dihydr(^ 
2-yIJ-iV-(naphtiialen-l-yI-mefhyO-acetamide: 

prepared by reaction of 1 -(3-Bromo^methoxy-berizyl)^,7-diniethoxy- 1 ,2,3 ,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with naphthalen-l-yl- 
methylamine 

LC-MS: rt = 4.7min, 589 (M+l, ES+). 
Example 238 

2-[l-(3-Bromo-4-methoxy4>eiizyl)^ 
2-yIlrA^2^thoxy-benzj1)-acrtamide: 

prepared by reaction of 1^3-Bromo-4-methoxy-ben2^)-6,7^iimethoxy-l^,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-ethoxy-benzylamine 
LC-MS: rt = 4.6 min, 583 (M+l, ES+). 
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Example 239 

2-[H3-Bromo-4-methoxy-benzyl)-6,7-dime 
2-yl]-^-(pyridin-2-yl-methyI)-acetaiiiide: 

prepared by reaction of KS-Bromo^-methoxy-bei^l^e^-dimethoxy-l^^^- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-picolylamine 
LC-MS: rt - 3.6 min, 541 (M+l f ES+). 

Example 240 

2-[l-(3-Bromo-4-methoxy-benzy^ 
2-yIJ-A^[(lR^)-2-hydro^-indan-l-yl]-acetamide: 

prepared by reaction of 1 ^3-Bromo^-methoxy-benzyI)-6 J-dimethoxy-- 1 ,2,3 3 4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with (lR,2S)-l-ainino-2- 
indanol 

LOMS: rt - 4.0 mm, 581 (M+l, ES+), 579 (M-l, ES-). 
Example 241 

2-ll~(3,4-Methylenedioxy-bei^ 
2-yI]-iV^yridin-2-yl-methy0-acetamide: 

prepared by reaction of 1 -(3 ,4-Methylenedioxy-benzyl)-5 ,8-dimethoxy- 1 ,2,3,4- 
tetrahydrokoquinoline and 2-bromoacetyl bromide with 2-picolylamine 
LC-MS: rt « 3.8 min, 476 (M+l, ES+). 

Example 242 

2-[l-(3,4-Me&ylenedioxy-benzy^^ 
2-yl]-A ?: <2-methoxy-ben2yI)-acetaniide: 

prepared by reaction of l-(3,4-Mefliylenedioxy-benzyl)-5,8^Jimethoxy-1^3 s 4- 
tetrahydroisoquinoliae and 2-bromoacetyl bromide with 2-methoxy-benzylanrine 
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LC-MS: rt - 4.6 min, 505 (M+l, ES+). 
Example 243 

2-[H3,4-MethyIenedioxy-bei^ 

2-yl]-^[13,43thiadiazoI-2-yl-acetainide: 

prepared by reaction of l-(3,4-Methylenedioxy-benzyl^ 

tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-amino-l,3,4-thiadiazole 

LC-MS: rt = 4.4 min, 469 (M+l, ES+). 

Example 244 

2-[l-(3,4-Methylenedioxy-beniyl)-^^ 
2-yl]-JV-(lff-benzoiiiridaz0l-2-^^^ 

prepared by reaction of HS^Methylenedioxy-benzy^-S^-dimethoxy-l^^^- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-(aminomethyl)- 
benzimidazole 

LC-MS: rt - 3.8 min, 515 (M+l, ES+). 
Example 245 

2-[l-(3,4-Methylenedioxy-benzyl)-^ 
2-yl]-iV^(2fi-indazoI-6-yl)-acetamide: 

prepared by reaction of H3,4-Meth>denedioxy-benzyl)-5,8-dimetlK)xy-l,2,3,4- 
tetrahydroisoquinoline and 2-bromoacetyl bromide with 6-aminoindazole 
LC-MS: rt = 4.4 min, 501 (M+l, ES+). 

Analogous to the above mentioned procedure, but in larger scale, the following 
tetrahydroisoquinoline derivatives were synthesized: 
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Example 246 

2-[l-(3,4~Dimethoxy-be^ 
isoquinolin^-ylJ-TV-benzyl-acetaniide: 

prepared by reaction of 1 -(3 ,4-Dimethoxy-beiizyl)-6'-benzyloxy-7-methoxy- 
1^,3,4-tetrahydroisoquinoline and 2-bromoacetyl bromide with benzylamine 
LC-MS: rt - 4.5 min, 567 <MU, ES+). 

Example 247 

2-[l-(3,4-Dimethoxy-benzyl)^ 
isoquinoIin^yll-A^benzyi-acetamide: 

prepared by reaction of 1 ^3,4-Dimethoxy-beazyl)-7-ben2yloxy-6-mefhoxy- 
1^,3,4-tetrahydroisoquinolme and 2-bromoacetyl bromide with benzylamine 
LC-MS: rt ~ 4.4 min, 567 (M+l, ES+). 

2-[1^3,4-Dimethoxy-benzyI)-7^^ 
isoquinolin-2-yl]-iV-(indan-l-yI)-acetainide: 

prepared by reaction of 1 ^3,4-Dimethoxy^en2yl)-7-benzyloxy^methoxy- 
1 ^,3 ,4-tetxahydroisoquinoline and 2-bromoacetyl bromide with 1-amino-indane 
LC-MS: rt = 4.5 min, 593 (M+l, ES+). 

Example 248 

2~[H3,44)imethoxy-benzyI^^ 
isoqmnolin-2-yl]-iV^pyridm 

prepared by reaction of l<3,4-Dimethoxy-benzyl)-5-benzyloxy«8-methoxy- 
1 A3,4-tetrahydroisoquinoline and 2-bromoacetyl bromide with 2-picolylamine 
LC-MS: rt = 4.4 min, 568 (M+l, ES+). 
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2-[l«(3,4-Dimetho^-beiwyO^ 
isoquinolin-2-yl]-JV-(pyridm^ 

prepared by reaction of 1 -(3 ,4-Dimethoxy-benzyl)-8-b enzyloxy-5-methoxy- 
1,2^3 ,4~tetrahydrx>isoquinoline and 2-bromoacetyl bromide with 2-picolylamine 
LC-MS: rt = 4.4 min, 568 (M+l, ES+). 

Example 249 

2-[1^4-Hydro:iy-3-methoxy4)ei^ 
isoquinolin-2-yQ-iV-beiizyl-acetainide: 

prepared by reaction of l-(4-Hydroxy-3-methoxy-ben^^ 
tetrahydroisoquinoline and 2-bromoacetyl bromide with benzylamine 
LC-MS: rt = 3.4 min, 477 (M+l, ES+). 

2-[H3-BenzyIo^-4-methoxy-bem 
isoquinolin-2-yl]-iV-benzyl-acetamide: 

prepared by reaction of l-(3-BenzyIoxy-4~methoxy4>en^ 

1,2,3 ^tetrahydroisoquinoline and 2-bromoacetyl bromide with benzylamine 

LC-MS: rt « 4.4 min, 567 (M+l, ES+). 

2-(l-Benzyloxymethyl-6,7-dimetho^^ 
(indan-l-yl>-acetamide: 

prepared by reaction of l-Benzyloxymethyl-6,7-dimethoxy- 1,2,3,4- 
tetrahydroisoqoinoline and 2-bromoacetyl bromide with 1-amino-indane 
LC-MS: rt = 4.3 min, 487 (M+l, ES+). 

Coupling of Phenols with AJkylbromides, Heteroaiykhlorides, Heteroaryl- 
methyKsuIfones and Carbamoylchlorides 
Starting materials: Deprotection of Benzjiic ethers: 
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To a mixture of MeOH (60 mL) and formic acid (11.0 mL) was added Palladium 
(10% Pd/C, wet, 274 mg). Hie respective benzylic ether (4.0 mmol) was added 
portionwise and the mixture was stirred for 40 h. During this period further 
portions of Pd/C were added until the starting material was consumed. The mixture 
was filtered, the solvent was removed in vacuo and the residue was purified by 
flash-chromatography to give the following phenols: 

Example 250 

2-[l-(3,4-dimetho:^-beiizyi^ 
isoquinolin-2-yI]-A^benzyl-acetamide: 

prepared by deprotection of 2-[l-(3,4-dimethoxy-benzyl)-6-benzyloxy-7- 

methoxy-3,4-d^ydro-l//-isoquin^ 

LC-MS: rt = 3.5 min, 477 (M+l, ES+). 

Example 251 

2-[1^3,4-dimethoxy-benzyl)-7^ 
isoquinolin-^yll-A^benzyl-acetamide: 

prepared by depiotection of 2-[ 1 -(3 ,4-dimethoxy-benzyl)-7-benzyloxy-6- 

methoxy-3,4«^ydro-lZMsoqum^ 

LC-MS: rt - 3.5 min, 477 (M+l, ES+). 

Example 252 

2-Il-(3j4-dimethoxy-ben2yI>7-hydroxy^methoxy-3,4^ihydro-lH- 
isoquinolin-2-yll-A^indan-l-yI)-acetamide: 

prepared by deprotection of 2-[ 1 -(3,4-dimethoxy-brazyI) -7-benzyloxy-6- 

methoxy-3,4^ydro-l#-isoquinol^^ 

LC-MS: rt = 3.7 min, 503 (M+l, ES+), 501 (M-l, ES-). 
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2-[l-(3,4Hiimethoxy-beii^l)-5-hydro^ 
isoqumoJUta-2-yl]-iV-(pyrid^ 

prepared by deprotection of 2-[H3,4-dimethoxy-ben^ 

methoxy^,4^Tiydro-li/-isoquino^ 

LOMS: rt « 3.2 min, 478 (M+l, ES+), 476 (M-l, ES-). 

2^1-(3,4-dimethoxy-benzyI)-8-hydro^ 
isoquinoIin-2-yl]TAT-(pyridm-2-y^ 

prepared by deprotection of 2-[l<3,4-dimethoxy-benzyl)-8-benzyloxy-5- 

methoxy-3,4-dihydro-l/M^ 

LOMS: rt = 3.3 min, 478 (M+l, ES+), 476 (M-l, E3-), 

Example 253 

2-[l-(3-Hydroxy^-mefhoxy-beii2y^^ 
isoqiiinolin-2-ylJ-^-benzyl-acetainide: 

prepared by deprotection of 2-[ 1 -(3 -B enzyloxy-4-methoxy-benzyl)-6^ 

dimethoxy-3 3 4-dihydro-li?-isoquinolin-2 

LC-MS: rt = 3.5 min, 477 (M+l, ES+), 475 (M-l, ES-). 

2-(l-HydroxymethyW;7-^ 
(indan-l-yl>acetamide; 

prepared by deprotection of 2^1-Benzyloxymethyl^J-dimeth^^ 

ltf-isoquiiwlin-2-y])-^ 

LC-M3: rt = 3.1 min, 397 (M+l, ES+). 



Alkylation of Phenols with Alkylbromides (general procedure): 
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At RT a solution of the respective phenol in DMF (250 \sL, 0.40 M) was added to 
K2CO3 (70 mg). The reaction mixture was treated with a solution of the respective 
alkyl bromide in DMF (150 yL, 1.00 M), shaken at 100°C for 90 min and cooled 
to RT. After addition of another portion of alkyl bromide (150 ^L, 1.00 M), 
shaking (100°C, 90 min) and cooling to RT a solution of triethylamine in THF 
(250 \iL 9 2.0 M) was added and the mixture was shaken for 14 h. Water (2.0 mL) 
and ethyl acetate (2.0 mL) were added, die phases wore separated and the aqueous 
phase was extracted two times with ethyl acetate. The combined organic phases 
were concentrated in vacuo to give the following tetrahydroisoquinoline 
derivatives: 

Example 254 

2-[l-(3,4-dimethoxy«benzy^ 
2-yl]-JV-benzyl-acetamide; 

prepared by reaction of 2-[1^3,4-dimethoxy-benzyl)-6-hydroxy-7-methoxy-3,4- 
dihydro-l/Wsoquinolin-2-y^ with ethyl iodide 

LC-MS: rt - 3.8 min, 505 (M+l, ES+). 

Example 255 

2-[H3,4-dimethoxy-benzyI)-6-pro 
isoquinolin-2-yi]-A^benzyl-acetamide: 

prepared by reaction of 2-[l-(3,4-dimethoxy-benzyI)^-hydroxy-7-methoxy-3,4- 
dihydro- l/^isoquinolin-2-ylJ-A^benzyl-acetamide with propyl bromide 
LC-MS: rt = 4.1 min, 519 (M+l, ES+). 

Example 256 
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2-[l-(3,4-djmethoxy-te^ 

isoqiiinolin-2-yI]rAr-benzyl-acetamide: 

prepared by reaction of 2-[l<3,4Kimethoxy-beiizy^^ 

dihydro-l#-isoquinolin-2-yl]-^^^ with allyl bromide 

LC-MS: rt =4,0 min, 517 (M+l, ES+). 

Example 257 

2-[l-(3,4-dimethoxy4>enzyl)^^ 
ljy4soquinolin-2-yll-iV-beiizyl-acetamide: 



prepared by reaction of 2-[l-(3,4-dimethoxy-benzyl)-6^ 
dihydro-lJWsoquinolin-2^ with cyclopropylmethyl 

bromide 

LC-MS: rt- 4.1 min, 531 (M+l f ES+). 
Example 258 

[2-(BenzyIcarbamoyl-meth^ 

tetrahydro-isoquinoIm-6-yloxy]-acetic add ethyl ester: 
prepared by reaction of 2-[H3,4-dimethoxy-berL^^ 
dihydro-Lff-isoquinolin^^ with ethyl bromoacetate 

Example 259 

2-[l-(3,4MJimethoxy-benzyI}^ 
isoquinolin-2-yI]-A r -benzyl-acetamide: 

prepared by reaction of 2-[l-{3,4-dimethoxy-benzyl^ 

dihydio- ltf-isoquinoliii^ with 1 -bromo-3-fluoro-propane 
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LC-MS: it = 4.0 min, 537 (M+l, ES+). 
Example 260 

2-[l-(3,4-dimethoxy-benzyl)-7-ethoxy-6-^^ 
2-ylJ-AT-ben2yl-acetamide: 

prepared by reaction of 2-[ l-(3,4-dimethoxy-benzyl)-74ty^ 
dihydro-liI-isoquinolin-2-yl]-^^ with ethyl iodide 

LC-MS: rt - 3.8 min, 505 (M+l, ES+). 



Example 261 

2-[l-(3,4^methoxy-benzyl)-7-propoxy^-methoxy-3,4-dihydro-Lff- 
isoquinoIm-2-yl)-JV4>eiizyl-acetaniide: 

prepared by reaction of 2-[ 1 ^3,4-dimethoxy-benzyl)-7-hydroxy-6-methoxy-3 ,4- 
dihydro4i/-isoqmnolin-2-yl^^ with propyl bromide 

LC-MS: rt = 4.0 min, 519 (M+l, ES+). 

Example 262 

2-[l-(3y*-dimethoxy-beiu^ 
2-yll-N-benzyl-acetamide: 

prepared by reaction of 2-[H3,4-dmethoxy-beii2yl^ 
dihydro-lJ/-isoquinolin-2^ with butyl bromide 

LC-MS: rt = 4.2 min, 533 (M+l, ES+). 



Example 263 
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241-(3,4HJimcthoxy-benzy^^ 
isoquinolin-2-ylJ-TV-beuzyl-acetaaiide: 

prepared by reaction of 2-[l-(3,4Kiimethoxy-ben2yl^^ 
dihydro- lif-isoquinolin-2-yl]-iV-beri2yl-acetami<le with allyl bromide 
LC-MS: rt = 3.9 min, 517 (M-K, ES+). 

Example 264 

2-[l~(3 3 4-dimetboxy-benzyl)-7-(c>clopropyI-methoxyH-mcthoxy-3 J 4-dmydr^ 
lJ-lsoquinolin-2-yl]-iV-benzyl-acetamide: 



prepared by reaction of 2-[l-(3,4-dimethoxy~benzyl>7-^^^ 
dihydro4i/-isoqiunolin-2-y^ with cyclopropylmethyl 

bromide 

LC-MS: rt - 4.0 min, 531 (M+l, ES+). 
Example 265 

[2-(Benzylcarbamoyl-methyl)-l-(3,4-dim^ 
tetrahydro-isoquinolin-7-yIoxy] -acetic acid ethyl ester: 
prepared by reaction of 2-[H3 3 4~dimethoxy-benzyl)-7^ 
dihydro-l/Z-isoquim with ethyl bromoacetate 

LC-MS: rt = 4.0 min. 

Example 266 

2-[1^3 i 4-dimethoxy4)eiizy^ 
2-yl] -JV- (indan-l-yl)-acetamide: 



WO 01/68609 



PCT/EP01702733 



114 

prepared by reaction of 2-[l-(3,4-dimethoxy-bei^ 
dihydrcHli/-isoquinolin-2-y^ with ethyl iodide 

LC-MS: it = 0.73 min, 531 (M+l, ES+). 

Example 267 

2-[lK3,4-dimethoxy-benzylH^ 
isoquinoIin-2-yl]-7V-(indan^ 

prepared by reaction of 2-[H3 > 4-dimethoxy-benzyl>7-hydroxy-6-methoxy-3,^ 
dihydn>l#-isoqxiino^ with propyl bromide 

LC-MS: rt - 0.77 min, 545 (M+l, ES+). 



Example 268 

2-[l-{3,4^imethoxy-benzyl)-7^ 
isoquinolin-2-yl]-JV-(indan-l-yI)-acetainide: 

prepared by reaction of 2-[l-(3,4-dimethoxy-ben2^ 
dihydro-li/-isoquinolin-2-yl]-A^indan- 1 -yl)-acetamide with allyl bromide 
LC-MS: rt 0/75 min, 543 (M+l, ES+). 



Example 269 

2-[1^3,4-dimethoxy-benzyi)-7-is^ 

isoquin o lin -2-y I] -jV-(m dan-1 -y I)-ace tamid e : 

prepared by reaction of 2-[1^3,4-dmethoxy-benzyl)-7^ 

dihydro- Lff-isoquinolin-2-yl]-A^indan- 1 -yl)-acetamide with isopropyl bromide 

LC-MS: rt = 0.75 min, 545 (M+l, ES+). 
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Example 270 

2-[H3,4^1imethoxy-benzyI)-7^^ 
2-yl]JV-(Hid a n-l-yl)-acetamide: 

prepared by reaction of 2-[H3,4^methoxy-benzy^ 

diliydro li?-isoquinolin-2-yl]-iV : <indan'-l -yl)-acetamide with butyl bromide 

LC-MS: rt = 0.81 min, 559 (M+l, ES+). 

Example 271 

2-[H3,4HJimethoxy-benzyI)-7-isob^^^ 
isoquinolin-2-yll^V^iiidan-l-yQ-acetamide: 

prepared by reaction of 2-[ 1 -(3,4-dimethoxy-b enzyl>7-hydroxy-6-methoxy-3,4- 
dihydro4H-isoquinolm-2-yl^ with l-bromo-2-methyl» 

propane 

LOMS: it = 0.80 min, 559 (M+l, ES+). 
Example 272 

2-[1^3,4-dimethoxy-ben^^ 

faoqomolta-2-yIlr^ind^ 

prepared by reaction of 2-[H3,4-dmethoxy-ben 

dihydro»lif-isoquinolin-2-yl]-iV^(indan with 2-bromo-butane 

LC-MS: rt= 0.78 min, 559 (M+l, ES+). 

Example 273 

2-[H3,4Hlimethoxy4>enzyl)-7<c^^ 
l^-isoquinoKn-2-yl]-iV-0ndan-l-yI>-acetamide: 
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prepared by reaction of 2-[ 1 <3 Adimethoxy-benzyl>^ 
dihydio-U?-isoquinolin-2^^ with cyclopropyl-methyl 

bromide 

LC-MS: rt - 0.76 min, 557 (M+l, ES+). 
Example 274 

2-[l-(3,4-dimethojy-ben2yl)-7^ 
isoquinolin-2-yl]JV-(indaii-l-yl)-acetaniide: 

prepared by reaction of 2-[ 1 ^3,4-dimethoxy-benzyl)-7-hydroxy-6-meft 
dihydro- l/f-isoquinolin-2-yl]-A^(indan- 1 -yl)~acetamide with cyclohexyl bromide 
LC-MS: rt = 0.82 min, 585 (M+l, ES+). 

Example 275 

[2^ndan«l-ylcarbamoyl-methyl)-1^3,4Miimethoxy-ben2yl)-6-methoxy- 
l,2^,4-tetrahydro-isoquinolia-7-yloxyJ-acetic acid methyl ester: 
prepared by reaction of 2-[ 1 ^3,4-dunethoxy«benzyl)-7-hydroxy-6-methoxy-3 ,4- 
dihydro- l/f-isoquinolin^-ylJ-A^iiidan- 1 -yl)~acetaniide with methyl bromoacetate 
LC-MS: rt - 0.70 min, 575 (M+l, ES+). 

Example 276 

2^1-(3,4-dimethoxy-ber^I)^ 
isoquinoUn^yLj-A^indan-l-yr^acetamide: 

prepared by reaction of 2-[l-(3,4-dimethoxy4>enzy^ 
dihydro-l//4soquinolin-2-yl]-^^ with l-bromo-3-fluoro- 

propane 

LC-MS: rt = 0.74 min, 563 (M+l, ES+). 
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2-[l-(3 ? 4nlmethoxy-ben2^ 

Lsoquinolin-2-yl]-A^(indan-l-yI)-acetainide: 

prepared by reaction of 2-[l-(3,4-dimethoxy-benzyl>74iyd^ 

dihydro- lif-isoquinolin-Z-ylj-A^indan- 1 -yl)-acetamide with l~bromo-2-fluoro- 

ethane 

LC-MS: rt - 0.72 min, 549 (M+l, ES+). 
Example 278 

2-[l-(3,4-dimettaoxy-benzyl)-7^2£^^ 
ltf-isoquinoliJi-2-yl]rA^indan-l-yI)-acetamide: 

prepared by reaction of 2-[l-(3,4niimethoxy-ben^ 

dihydro-lif-isoquinolin^^ with l-bromo-2,2- 

difluoro-ethane 

LC-MS: rt = 0.75 min, 567 (M+l, ES+). 
Example 279 

2-[1^3,4-dmethoxy-benzyl)^etho3^ 
2-yI]-iV-(pyridin-2-yI-mefliyI)-acetamide: 

prepared by reaction of 2-[ 1 -(3 ,4-dimethoxy4>enzyl)-5-hydroxy^ 
dihydio-l#-isoquinolin-2^ with ethyl iodide 

LC-MS: rt - 0.61 min, 506 (M+l, ES+). 

Example 280 

2-[1^3,4«dime&oxy-benzyl>5-propo^ 
isoquinolin-2-yI]-AHpyridin-2-yl-niethyI>acetainide: 
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prepared by reaction of 2-[ 1 <3,4^dimethoxy4>en^ ,4- 
dihydm-ltf-isoqi^ with propyl 

bromide 

LC-MS: rt = 0.66 min, 520 (M+l, ES+). 
Example 281 

2-[l-(3,4-dimetho3y-benzyl^ 
isoquinolin-2-yl]-A^yridin~2^ 

prepared by reaction of 2-[1^3^-dimethoxy--benzyl)-5-hydroxy-8-methoxy«3,4- 
dihydro-lH4soquinolin-2-yl]-iV-(pyridin-2 with allyl 

bromide 

LC-MS: rt - 0.63 min, 518 (M+l, ES+). 
Example 282 

2-[l-(3,4^1imethoxy-benzy0-5-isopro^ 
isoquinolin-2-yl]TA4pyridin-2-yl-methyl)-acetam 

prepared by reaction of l^HS^-dime^hoxy-benzyl^S-hycfroxy-S-meflioxy-S^ 
dihydro-l#-isoquirbolin-2^ with isopropyl 

bromide 

LC-MS: rt = 0.64 min, 520 (M+l, ES+). 
Example 283 

241^3,4-dimethoxy-benzyl)^^ 

2-yl]rA r -{pyridin-2-yi'methyI)-acetamide: 

prepared by reaction of 2-[H3,4-dimethoxy-benzyl^ 

dihydro4/7-i3oq\iinolin-2-yi]-^^ with butyl 

bromide 

LC-MS: rt - 0.70 min, 534 (M+l, ES+). 
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Example 284 

2-[l-(3,4-dimethoxy-beii^ 
isoquinoUn-2-ylJ-iV^yridin-2-yI-methy 

prepared by reaction of 2-[H3,4-dimethoxy-benzyl>5^^ 
dihydro-li/4sGquinolin-2-y^ with l-bromo-2- 

methyl-propane 

LC-MS: rt = 0.70 min, 534 (M+l, ES+). 
Example 285 

24H3,4^imethoxy-bejazy^ 
isoquinolin-2-yl]-iV^yrM^ 

prepared by reaction of 2-[l-(3/4-dimethoxy-benzyi^ 

dihydro- lif-isoquinolin-2-yl] -A4pyridin-2-yl-methyl)-acetamide with 2-bromo- 

butane 

LC-MS: rt - 0.68 min, 534 (M+l, ES+). 
Example 286 

2-[H3,4Hjimethoxy-benzy^ 
12T-isoquinoIin-2-yl]-A4pyri 

prepared by reaction of 2-[H3 > 4-dime&oxy»bemyl>5-hydroxy-8-m^ 
dihydro-lJMsoquinolin^ with 
cyclopropyl-methyl bromide 
LC-MS: rt = 0.66 min, 532 (M+l> ES+). 

Example 287 

2~[H3,4niimethoxy-beiiz^ 
isoqainolin-2-yI]-jV^yridin^^ 
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prepared by reaction of 2-[l-(3,4-<fimethoxy-benzy^ 

dihydrcHli7-isoquinolin-2-y^ with l-bromo-3- 

fluoro-propane 

LC-MS: rt = 0.62 min, 538 (M+l, ES+). 
Example 288 

2-[H3,4wHmethoxy-be^ 
isoquinolin-2-yl]-JV^yridin-2^ 

prepared by reaction of 2-[l<3,4-dimethoxy-benzyl)-5-hydroxy-8-methoxy-3A 
dihydro4#4soqinnolm^ with l-bromo-2- 

fluoro-ethane 

LC-MS: rt- 0.59 min, 524 (M+l, ES+). 
Example 289 

2~[l-(3,4^metho^-benzyI)-5^2,2Hli^^ 
lZMsoqumoUn-2-ylJ^ 

prepared by reaction of 2-[1^3,4-4imethoxy-benzyl)-5-hydroxy-8-methoxy-3,^ 
dihydro-li/-isoq^olin-2-yl]-A^(pyrid^ with 1-bromo- 

2,2-difluoro-ethane 

LC-MS: rt = 0.61 min, 542 (M+l, ES+). 

Example 290 
[2-[(Pyridin-2-yl-metty 

methoxy-l,2^,4-tetrahydro-isoquiM acid methyl ester: 

prepared by reaction of 2-[ 1 -(3,4-diraefeoxy-benzyl)-5-hydroxy-8-mefhoxy-3 ,4- 
dihydro-Ltf-isoquinolin-2-y^ with methyl 

bromoacetate 

LC-MS: it » 0.58 min, 550 (M+l, ES+). 
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Example 291 

2-[l-(3 5 4-dimethoxy-bei^ 
2-yilr/V-(pyridin-2-yl-methyO-acetamide: 

prepared by reaction of 2-[l-(3 ,4-dimethoxy--benzyl)-8-hy(lroxy-5-methoxy-3 ,4- 
dihydro-liWsoquinoUn^^ with ethyl iodide 

LC-MS: rt = 0.62 min, 506 (M+l, BS+), 



Example 292 

2-[l-(3,4-dimetho^-benzyl)-8-p™^ 
isoquinoUn-2-yl]-iV-(pyridin^ 

prepared by reaction of 2-[1^3,4-dimethoxy^oi2yI)-8-hydroxy-5-me&oxy-3A 
dihydro-l/^isoquinotin-2-y^ with propyl 

bromide 

LC-MS: rt - 0.66 min, 520 (M+l, ES+). 
Example 293 

2-[l-(3,4^imethoxy-benzyi)^allylo^ 
isoqumolm-2-yI]-A^yridi^ 

prepared by reaction of 2-[ 1 -(3,4-dimethoxy--b^izyl>8-hydroxy-5 -methoxy-3,4- 
dihydro-l#-isoquinolin-^^^ with allyl 

bromide 

LC-MS: rt - 0.63 mm, 518 (M+l, ES+). 
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Example 294 

2-[1^3,4-dtaetho^-ben^ 

isoquinoKn-2-yl]-M(pyridin-2-y^^ 

prepared by reaction of 2^1-(3,4Hiimethoxy-ben^ 

dihydn>li7-isoqiiinolin-2^ with isopropyl 

bromide 

LC-MS: rt - 0.64 min, 520 (M+l, ES+). 



Example 295 

2-[l^3 1 4~dimethoxy-benzyl)-8"buto^ 
2-yl]-A^pyridin-2-yl-methyI)-acetaniide: 

prepared by reaction of 2-[H3,4-dime&oxy~benzyty 

dihydro-l/f-isoquinolii^^ with butyl 

bromide 

LC-MS: rt « 0.69 min, 534 (M+l, ES+). 



Example 296 

2-[1^3,4-dimethoxy-benzyl)^isobutox^^ 

iwqumolin-2-yl]-iV^yridm-2-yl-m 

prepared by reaction of 2-[ 1 -<3 ,44imethoxy-benzyl^ 

dihydio- li/-isoquinolin-2-yl^^ with l-bromo-2- 

methyl-propane 

LC-MS: rt = 0.69 min, 534 (M+l, ES+). 
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Example 297 

2-[l-(3,4-dimethoxy-benzy^ 

isoquinolin-2-yl]rAHpyridin-2-yI-methy0-acetamide^ 

prepared by reaction of 2-[l - (3 ,4-dimethoxy-beozyl) - 8-hydroxy-5-methoxy-3 ,4- 
dihydro-l/Wsoqumol^ with 2-bromo- 

butane 

LC-MS: rt - 0*68 min, 534 (M+l, ES+). 
Example 298 

2-[H3,4Hlimethoxy4>enzyl)^-^ 

lff-isoquinolin-2-ylJ-A^-(pyridin-2-yl-mcthyl)^ 

prepared by reaction of 2-[l-(3,4-dimethoxy-ben2yl)^^ 

<tthydro-l/f-isoquinolin-2-yl]^^ with 

cyclopropyl-methyl bromide 

LC-MS: rt - 0.66 min, 532 (M+l, ES+). 

Example 299 

2-[1^3/Udimettaoxy4)eii2yl)-8^ 
isoquinoIin-2-yl]rA^pyridin-2-yl-mefliyI)-acetamide: 

prepared by reaction of 2-[ l-(3 ,4-<limetlK)xy-benzyl)-84iy^^ ,4- 
dihydixMif-isoquinoli^ with cyclohexyl 

bromide 

LC-MS: rt = 0.73 min, 560 (M+l, B3+). 
Example 300 

2-[H3,4nIimethoxy-beiizy^ 
isoquinolin-2-yI]-A^yridin-^ 
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prepared by reaction of 2-[l-(3,4-dimethoxy4>enzyl)^ 
dihydio-l/tisoqumo^ with l-bromo-3- 

fluoro-propane 

LC-MS: rt 0.62 tain, 538 (M+l, ES+). 
Example 301 

2-[l-(3,4-dimethoxy-beii^ 
isoqwnoIia-2-yI]^(pyri^^ 

prepared by reaction of 2-[l-(3,4-dimethoxy-benzyl)-8-hydro^ 
dihydro-liWsoquinol^ with l-bromo-2- 

fluoro-ethane 

LC-MS: rt *= 0.59 min, 524 (M+l, ES+). 
Example 302 

2-[l-(3,4-dimethoxy-beiizyl)^^ 
Lff-isoqumolin-2-yI]-A^ 

prepared by reaction of 2-[l-(3,4-dimethoxy-benzyl)-8-hydroxy-5-metho^ 
dihydio-liWsoquinolin^^^^ with 1-bromo- 

2^2-difluoro-ethane 

LC-MS: rt = 0.62 min, 542 (M+l, ES+). 
Example 303 

2-[1^4-ethoxy-3-methoxy-ben2yl)^,7-dimethoxy-3,4 
2-yI|-iV-beiizyl-acetamide: 

prepared by reaction of 2-[l-(4-hydioxy-3-methoxy-benzy^ 
dihydro-li/4soquinolin-2^ with ethyl iodide 

LC-MS: rt = 3.9 min, 505 (M+l, ES+). 
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Example 304 

2-ll^4-propoxy-3-methoxy-benzy^ 

isoquinolin-2-yIJ-N-benzyI-acetamide: 

prepared by reaction of 2-[H44iydroxy-3-methoxy-benzy^ 

dihydro- Lff-isoquinolin-2-yl]-iV : benzyl-acetai3iide with propyl bromide 

LC-MS: rt = 4.2min, 519 (M+l, ES+). 

Example 305 

2-[l-(44>utoxy-3-methoxy-benzyl)^^ 
2-yI]-/V-benzyl-acetamide: 

prepared by reaction of 2-[H4-hydroxy-3-methoxy-benzy^ 
dihydro4#-isoqumoIm-2-y^ with butyl bromide 

LC-MS: rt = 4.4 min, 533 (M+l, ES+). 

Example 306 

2-[l-(4-allyloxy-3-methoxy-be 
isoqoinoliii-2-yI]-/V-be]izyl-acetainide: 

prepared by reaction of 2-[l<44iydroxy-3-methoxy-ben^^ 
dihydro- 1 W-isoquinolin-2-yl]-A^-benzyl-acetamid with allyl bromide 
LC-MS: it « 4.0 min, 517 (M+l, ES+). 

Example 307 

2-ll^4-isopropoxy-3-methoxy-benz 
jusoqumolia-2-yri -7V-b enzyl-acetamide : 

prepared by reaction of 2-[l<4-hydroxy-3-me^xy-benzyl^^ 
dihydi^lif-isCKiiiinolin-2-^ with isopropyl bromide 

LC-MS: rt - 4.0 min, 5 19 (M+l, ES+). 
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Example 308 

2-[l-(4-isobutoxy-3-methoxy-ben 
isoquinolin-2-yl]-iV-beiizyUacetainide: 

prepared by reaction of 2-[ 1 ^4-hydroxy-3-methoxy-benzyl)^ J-dimethoxy-3 A- 
dihydro-l/J-isoquinolin-2-yl]^^ with l-bromo-2-methyl- 

propane 

LC-MS: rt = 4.5min, 533 (M+l, ES+). 



Example 309 

241-(4-(cyclopropyl-methoxy)-3-meth^ 
lff4soquinolin-2-yl]-A^beii2yi-acetamide: 

prepared by reaction of 2-[ 1 ^4-hydK)xy-3-me^oxy-benzyl)-6,7-dimetlioxy-3 ,4- 
dihydro-li^isoqdnolin-2-yl]-JV^ with cyclopropyl-methyl 

bromide 

LC-MS: rt = 4.2 min, 531 (M+l, ES+). 
Example 310 

{4-[2^enzykarbamoytmetoyO^J-^^ 

isoquinolin-l-jiinetbyl]-2-methoxy-phenoxy}-acetic acid ethyl ester 
prepared by reaction of 2-[l-(4^hydroxy-3-methoxy-bCTzyl)-6,7Hliinethoxy-3,^ 
dihydrcHLff-isoquinolin-2-yl]^ with ethyl bromoacetate 

LC-MS; rt- 3.9 min, 563 (M+l, ES+). 
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Example 311 

2-[l-(3-ethoxy^-methoxy-ben^ 
2-yl]-JV-benzyl-acetamide: 

prepared by reaction of 2-[H3-hydroxy^-methoxy-beazyl)-6 J-dimethoxy-^ 
chliydro- 1 if4soquinolin-2-yy^ with ethyl iodide 

LC-MS: rt = 3.8 min, 505 (M+l, ES+). 

Example 312 

2-[1^3-propoxy^-methoxy-benzyI)-6,7-d 
isoquinolm-2-yl]JV-benzyI-acetamide: 

prepared by reaction of 2-[l-(3-hydroxy^-methoxy-bea^l)-6J-dimethoxy-3,4- 
dihydro-lif-isoquinolin-2-yl^^ with propyl bromide 

LC-MS: rt - 4.1 min, 519 (M+l, ES+). 

Example 313 

• 2-[lK3-aHyloxy-4-methoxy4>euzyO^^^ 
is o quinolin-2-yI] -A^benzy I-ace tamid e : 

prepared by reaction of 2-[H34iydroxy^melhoxy-benzyl^ 
dihydro-lJf-isoquinolin-2-yl]^^ with ally! bromide 

LC-MS: rt - 4.0 min, 517 (M+l, ES+). 

Example 314 

2-[H3-isopropoxy^methoxy4>enzy^ 
isoqumolm-2-yI]rA^bej^l-acetamide: 
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prepared by reaction of 2-[l-(3-hydroxy^-metto^ 

dihydro- li?4soquinolin-2-yl]-A^beri2yl-acetamide with isopropyl bromide 

LC-MS: rt - 4.0 min, 519 (M+l, ES+). 



Example 315 

2~[l-(3-butoxy-4-methoxy-beiizyl>6^ 
2-yl]-iV-beiizyl-acetamide: 

prepared by reaction of 2-[l-(3-hydroxy^-methoxy-benzyl)-6 > 7-dimettioxy-3A 
dihydro-lJy-isoqumolin-2-yl]-iV-b© with butyl bromide 

LC-MS: rt = 4.3 min, 533 (M+l, ES+). 



Example 316 

2-{l-[3^but-2-oxy)-4-methoxy-bcnzyl]-6/^ 
isoquinolin-2-yI}-A^benzyl-acetamide: 

prepared by reaction of 2-[ 1 -(3 4iydroxy^-methoxy-beozyl)-6,7-di^ 
dihydro-l#-isoqumolm^ with 2-bromo-butane 

LC-MS: rt - 4.2 min, 533 (M+l, ES+). 

Example 317 

2-{l-[3^cyclopropyl-methoxy)-4-methoxy-ben^^ 
li?-isoquinofin-2-yl}-JV-benzyl-acetamide: 

prepared by reaction of 2-[l-(3-hydroxy-4«methoxy-baizyi)^,7-<fimethoxy-3,^ 
dihydro-li/-isoqumolm^ with cyclopropyl-methyl bromide 

LC-MS: rt = 4.0 min, 531 (Mf 1, ES+). 
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Example 318 

2-{l-[3^3-fluoro-propoxy>4^ 
isoquinolin-2-yl}«iV-benzyUacetamide: 

5 prepared by reaction of 2-[l<34iydroxy^-methoxy-benzyi^^^ 

dihydro4#-isoquinolin-2-yl]-^ with 1 -bromo-3-fluoro-propane 

LC-MS: rt - 3.9 min, 537 (M+l, ES+), 



Example 319 



10 



2-[1^3,4^taethoxy-benz^ 
lJy-isoquinolin-2-ylJ-iV-beiizyl-acetainide: 

At room temperature fer/.-butyl 2^-trichloroacetimidate (437 mg, 0.36 mL, 2.0 
mmol) was added to a solution of 2-[K3,4Kiimethoxy-benzyl)-7-hydroxy-6- 

15 methoxy-3 ,4-dihydio- lT^-isoquinolin^-yy^-beiizyl-acetamide (95.3 mg, 0.2 

mmol) in dichloromethane (5.0 mL) and cyclohexane (5,0 mL). The reaction 
mixture was treated with a solution of boron trifluoride diethyl etherate (50 pL, 
0,4 mmol) in 10 mL dichloromethane and stirred for 22 h. Another portion of terL- 
butyl 2,2^-trichloroacethnidate (244 mg, 0.20 mL, LI mmol) was added. After 

20 stirring for three days a saturated solution of NaHCC>3 (10 mL), water (10 mL) and 

ethyl acetate (40 mL) were added, the phases were separated and the aqueous 
phase was extracted three times with ethyl acetate (30 mL). The combined organic 
phases were concentrated in vacuo and purified by flash-chromatography to give 
the titled product (80.4 mg, 75%) as pale yellow oil. 

25 LC-MS: rt = 4.2 min, 533 (M+l, ES+). 



C3 Reaktion of Phenols with Heteroaryl chlorides or Heteroaryl-metbyi sulf ones 
(general procedure): 

30 

A solution of the respective heteroaryl chloride or methyl-sulfone in DMF (1.0 
mL, 0.20 M) was added to a mixture of the respective phenol (0.15 mmol) and 
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K2CO3 (75 mg). The reaction mixture was stirred at 100°C for 16 k Water (2.0 
mL) and ethyl acetate (2,0 mL) were added, the phases were separated and the 
aqueous phase was extracted two times with ethyl acetate. The combined organic 
phases were concentrated in vacuo to give the following tetrahydroisoquinoline 
derivatives: 

Example 320 

2-{l-I3^yrinridin-^ 
Lff4soquinoIin-2-yl}-A^benzyl-acetaniide: 

prepared by reaction of 2-[l-(3-hydroxy^-methoxy-benzyl)-6J-dimethoxy-3,4- 
dihydro- L^-isoquinolin-2-yl]-A^benzyl-acetamide with 2 -cljoro-pyrimidine 
LC-MS: rt « 0.60 min, 555 (M+l, ES+). 

Example 321 

2-{l-[4^yrinudin-2-yto^ 

LH^isoquinolin-2-yl}-A^ben2yl-acetamide: 

prepared by reaction of 2-[l-(4-hydroxy-3-methoxy-benzyl^ 

dihydro-l#-isoqumolm-2-yy with 2-chloro-pyrimidine 

LC-MS: rt = 0.60 min, 555 (M+l, ES+). 

Example 322 

241^,4Klimethoxy4>en2y^-^^ 
lJJ-isoquinoUn-2-yll-iV^ 

prepared by reaction of 2-[l-(3,4-dimethoxy-benzylH^^ 
dihydro-l#-isoqirinolin^ with 2^oro-pyrimidine 

LC-MS: rt = 3.81 min, 581 (M+l, ES+). 
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Example 323 

2-[1^3^-dimetfaoxy-benzyl)-6-mefo^ 
dihydro-tB-isoquinolin-2-yl]-JV^md 

prepared by reaction of 2-[ 1 ^3,4^iimethoxy-benzyl)-7-hydroxy 

dihydro-l^soquinolin-2-yl]-A^-(indan with 2-methane-sulfonyl- 

5-methoxy-pyrimidine 

LC-MS: rt = 0.69 min, 611 (M+l, ES+). 

Example 324 

241-(3,4-dimethoxy-benzyI)^^ 
3,4-dihydro-LET-isoquinolm^ 

prepared by reaction of 2-[ 1 ^3,4Ktimethoxy-benzyl>-7-hydroxy-6-methoxy-3^ 

dihydro-lff-isoqumolm-2-yl]^ with 2-methane-sulfonyl- 

4,6-dimethyl-pyrimidine 

LC-MS: rt - 0,70 min, 609 (M+l, ES+). 

Example 325 

2-[l-(3 5 4-dImethoxy-beiizyO^-metho^ 
dtoydro-liT-isoquinoI^ 

prepared by reaction of 2-[l-(3,4-dimethoxy-ben^ 

dihydi^lff-isoquinolin-2-yl]^ with 5-bromo-2-chloro- 

pyrimidine 

LOMS: rt = 0.74 min, 659 (M+l, ES+). 
Example 326 

2-[l-{3,4-dimethoxy-benzyl)^-m^ 
dihydro-lJJ-isoqamolm-2-yQ-iV-(m 
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prepared by reaction of 2-[H3,4Klimetto^ 

dihydrCK 1 if-isoquinolin-2-yl]^-(indan- 1 -yl)-acetamide with 2-cMoro-5-methyl- 
pyrimidine 

LC-MS: rt = 0.68 min, 595 (M+l, ES+). 



Example 327 

2-[l-(3,4-dimethoxy-benzyl)-6-meth^^ 

3,4-dihy dro-llT-isoquiiiolin-2-yl] -A^(indan-1 -yl)-acetamide: 

prepared by reaction of 2-[l<3,4siimethoxy-bei^ 

dihydro-li?-koquinolin-2-yl]^^ with 2-methane~sulfonyl- 

4,6-dimethoxy-pyrimidiiie 

LC-MS: rt = 0.75 min, 641 (M+l, ES+). 

Example 328 

2-[1^3,4-dimethoxy-benzyl)^-methoxy^ 
^oxy)-3,4-dmydro-lff-isoquin^^ 

prepared by reaction of 241-(3,4KUmethoxy-beaizyl)"7-hydroxy^medioxy-3A 
dihydrcHlif-isoqirinolin-2^ with 2-methane-sulfonyl- 

5-trifluoromethyl-pyrimidine 
LC-MS: rt = 0.77 min, 649 (M+l, ES+). 

Example 329 

2-[l<3,4-dimethoxy-benzyI)^-m^ 
dihydro-lJy-isoquinolin-2-yI] -N-(indan-l-yI)-acetamide: 
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prepared by reaction of 2~[1^3,4-dimelhoxy-beB2y^^ 

dihydnMi/4soquinolin~2-yl^ with 2,5-dichIoro-pyridine 

LC-MS: it - 0.77 min, 614 (M+l, ES+). 



Example 330 

2-[l-(3,4-dimethoxy-benzyi)^metho 
S^^lihydro-ltf-isoquinolin^^ 

prepared by reaction of 241-(3 i 4-dimethoxy-benzyl)-7-hydroxy-6-methoxy-3,^ 

dihydn>4#4soquinolin-2-yl]^ with 2-chloro-5- 

trifluoromelhyl-pyridine 

LC-M3: rt = 0.80 min, 648 (M+l, ES+). 

Example 331 

2-[l-(3,4-dimethoxy-benzyI)^-me 
yloxy>-3,4-dihydro-l£r-isoqiiinolm-2-yl]-^^ 

prepared by reaction of 2-[l-(3,4-dimethoxy-benzy^ 

d%dro-li?4soquirK>lin-^^ with 2-chloro-4- 

trifluoiomethyl-pyrimidine 

LC-MS: rt = 0.77 min, 649 (M+l, ES+). 

Example 332 

2-[H3,4-dimethoxy-benzyI)^ 
3,4^Iihydro4JI-isoquino^^^ 
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prepared by reaction of 2-[H3,4^ethoxy-benzyl)-7-hy^ 

dihydro^if-isoquinolin-l-yl]-^- (indan-1 -yl>acetamide with 4~chloro-2,6- 

dimethoxy-pyrimidine 

LC-MS: it* 0.76 min, 641 (M+l, ES+). 

Example 333 

2-lH3 > 4-dimethoxy-benzyl)-6-methoxy-7-^ 
isoquinolin-2-yl]-iV-(uidan-l-yl)-acetamide: 

prepared by reaction of 2-[H3,4-dimethoxy-benzyl)-7-hydroxy-6-methoxy-3A 
dihydro-1 J/-isoqukol^ with 2-chloro-pyrazine 

LC-MS: rt = 0.68 min, 581 (M+l, ES+). 

Example 334 

2-[H3,4-dimethoxy*ben2yl)^^ 
boquinofin-2~yI}"iV-(mdan--l-yI)-acetamide: 
prepared by reaction of 2-[H3,4-dimethoxy-ben^ 
dihydro^tf-iscKiuinolin^^ with 2-bromo-thiazole 

LOMS: rt - 0.72 min, 586 (M+l, ES+). 

C.4 Reafctton of Phenols with Carbamoylchlorides (general procedure): 

A solution of die respective phenol (0.20 mrnol) and triethylamine (0.30 mL, 2.15 
mmol) in THF (1.0 mL) was treated with the respective caibamoylchloride (22 
mmol) and stirred at reflux for 16 1l Water (2.0 mL) and ethyl acetate (2.0 mL) 
were added, the phases were separated and the aqueous phase was extracted two 
times with ethyl acetate. The combined organic phases were concentrated in vacuo 
to give the following tetrahydroisoquinoline derivatives: 
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Example 335 

2-[1^3,4nIimethoxy-benzy^^ 
dihydro-lff-isoquinoMn-2-yl^ 

prepared by reaction of 2-[l -(3 > 4-dimethoxy-benzyl)-7-hydroxy-6-methoxy-3 ,4- 
dihydro-liMsoquinolin-2^^^^ with N,N- 

dimethylcarbamoyl chloride 
LC-MS: rt - 0.74 min, 574 (M+l, ES+). 

Example 336 

2-[1^3,4^imethoxy-benzyI)-6-metibw^ 
dihydro-Lff-isoquinoIin-^^^ 

prepared by reaction of 2-[H3,4-dmethoxy-benzyl)-7-hy 
dihydro-ltf-iscwjuinoli^ with 4- 

moipholinecaibonyl chloride 
LC-MS: rt = 0.72 min, 616 (M+l, ES+). 

Example 337 

2-{l-[4-Me&oxy-3-(iV,^ 

dihydi^l^isoquinolin-2-yl}rA^ben2yl-acetamide: 

prepared by reaction of 2-[l~(3-hydroxy^-metho^ 

dihydro-l/f-isoqmnolin-2-yl^ with iV,jV-dimethyl-carbamoyl 

chloride 

LC-MS: rt - 0.62 min, 548 (M+l, ES+). 
Example 338 

2-{H3-Mettoxy-4^A^Mto 
dihydro-li7~isoqiiinolin-2-yl^^ 
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prepared by reaction of 2-[l-(4-hydroxy-3-^ 

dihydro-lJy-isoquinolin-2-yl]^ with W f JV-dimethyl^arbamoyl 

chloride 

LC-MS: rt= 0.63 min, 548 (M+l, ES+). 
Example 339 

2-{H3-Methoxy^(4-morpbofo^ 
dihydro-lIZ-isoquinolm-2-yl}^^ 

prepared by reaction of 2-[ 1 -(4-hydroxy-3-methoxy-benzyl)-6,7-dimethoxy-3 ,4- 
dihydro4//-isoquinolin-2-yl]-^^^ with . 4-morpholine-carbonyl 

chloride 

LC-MS: rt - 0.61 min, 590 (M+l, ES+). 

Coupling of 1-Hydroxymethyl-substituted Tetrahydroisoquinolines with 
Nitrogen-nudeophiles (general procedure): 

To a solution of 2-(l-HydroxymethyWJ-dimethoxy^ 

2-yl)-Jsr-(indan-l-yl)-acetamide (0.10 mmol) and diisopropylethyl-amine (0,25 
mmol) in THF (0.50 mL) was added a solution of methanesulfonyl chloride in 
THF (0.25 mL, 0.44 M). After 60 min the reaction mixture was treated with a 
solution of the respective nitrogen-nucleophile in THF (0.25 mL, 0.48 M) and 
stirred for 1 8 h. Water (2.0 mL) and ethyl acetate (2.0 mL) were added, the phases 
were separated and the aqueous phase was extracted two times with ethyl acetate. 
The combined organic phases were concentrated in vacuo to give the following 
tetrahydroisoquinoline derivatives: 

Example 340 

2-[M5,6-Dimethyl-benM 
isoquinolin-2-yIJ-AKhidan-l-yl)-acetamide: 
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prepared by reaction of 2-(l-Hydroxym<^y^ 
isoquinolin-2-yl)-A^indan4-yl)-acetamide with 5,6-dimethylbenzimidazole 
LC-MS: rt - 0.64 min, 525 (M+l, ES+). 



Example 341 

2-(Hl^,4-Tetrahydroisoquinolin-2-ylmethyI)-6,^ 
lZT-isoquinoIin-2-ylJ-AHindan4-yI)-acetarnide: 

prepared by reaction of 2-( 1 -Hydmxymettiyl-6,7-dimetiioxy-3 ,4-dihydro- 
isoquinolk-2-yl>iV^bdau-l-yl)-acetamide with l^,334-tetiahydro4soquirioline 
LC-MS: rt-OJl min, 512 (M+l, ES+). 



E. General procedure for the preparation of the isonitrile derivatives 

Isonitriles (or isocyanides) have been prepared by reaction of the N-alkyl- 
formamides (formed by reaction of the corresponding amine with formic ethyl 
ester) with POCI3. 
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Abbreviatioiis: 



BSA Bovine serum albumins 

1 0 CHO Chinese hamster ovary 

DMF Dimethylfonnamide 

DMSO Dimefhylsulfbxide 

ES Electron spray 

FCS Foetal calf serum 

1 5 FLEPR Fluorescent imaging plate reader 

HBSS Hank's balanced salt solution 

HEPES 4-(2-Hydroxyethyl)-piperazine- 1-etbanesulfonic acid 

MeOH Methanol 

MS Mass spectroscopy 

20 LC Liquid chromatography 



25 



30 
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PyBOP B enzotriazole- 1 -yl-oxy-tris-pyrrolidino- 

Phosphoniumhexafluorophosphate 
Rf Retention front 

Rt retention time 

RT Room temperature 

THF Tetrahydrofuran 
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Claims 

1. Compounds of the general formula Q) 

5 




formula (I) 

10 

wherein: 

R l , R 2 , R 3 , R 4 independently represent cyano, nitro, halogen, hydrogen, 
hydroxy, lower alkyl, lower alkenyl, lower alkoxy, lower alkenyloxy, trifluoromethyl, 
1 5 trifluoromethoxy, cycloalkyloxy, aryloxy, aralkyloxy, heterocyclyloxy, 

heterocyclylalkyloxy, R u CO-, NR 12 R 13 CO-, R l2 R l3 N-, R n OOO, R U S(>2NH- or 
R u -CONH- or R 2 and R 3 together as well as R* and R 2 together and R 3 and R 4 together 
may form with the phenyl ring a five, six or seven-membered ring containing one or two 
oxygen atoms; 

20 R 5 , R 6 , R 7 , R 8 , R 9 , R 10 independently represent hydrogen, aryl, aralkyl, lower 
alkyl, lower alkenyl, trifluoromethyl, cyclo alkyl, heterocyclyl or 
heterocyclyl-lower alkyl; 

R u represents lower alkyl, aryl, aralkyl, heterocyclyl or heterocyclyl-lower alkyl; 
R n and R 13 independently represent hydrogen, alkyl, cycloaDcyl, aryl, aralkyl, 
25 heterocyclyl or heterocyclyl-lower alkyl; 

R 14 represents alkyl, aryl, cyctoalkyl, heterocyclyl, R^R 13 !*- or R 1 ! 0-. 
and optically pure enantiomers, mixtures of eaaantiomers, racemates, optically pure 
diastereoisomers, mixtures of diastereoisomers, diastereoisomeric racemates, mixture of 
diastereoisomeric racemates, or meso forms and pharmaceutical^ acceptable salts thca^o£ 

30 
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2. Compounds of the general formula (TQ 




N' 

H 



General formula H 



wherein: 

R f l and R' 2 independently represent hydrogen, hydroxy, methoxy or halogen or may 
form with the phenyl ring a five, six or seven membered-ring containing one or two 
oxygen atoms, 

R f 3 , R' 4 , R' 5 independently represent aryl, aralkyl, lower alkyl, lower alkenyl, 
trifluoromethyl, cycloalkyl, heterocyclyl or heterocyclyl-lower alkyL 
and optically pure enantiomers, mixtures of enantiomers, racemates, optically pure 
diastereoisomers, mixtures of diastereoisomers, diastereoisomeric racemates, mixture of 
diastereoisomeric racemates, or meso forms and pharmaceutical^ acceptable salts thereof 

3. Specific compounds of general formula L 

2-[l-(3,4~I^e1hoxy-benzyl)^ 

(pyridin-2-yl-methyl)-acetamide: 

2-[H3,4-dimethoxy4>enzy^ 
isoquinolin-2-yl]-iV-(pyridin-2-^^^ 

2-[1^3,4^imethoxy-ben^ 
2-yl]-A^yridin-2-yl-methyl)-acetainide: 

24H3,4-dimethoxy-beiizy^ 
isoquinolin-2-yl]-JV^^ 

2-[l-(3,4-Klimetiboxy-ber^ 
(pyridin-2-yl-methyl)-acetaimde: 
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2-[l-(3,4-<iimethoxy^^ 
(pyridin-2-yl-methyl)-acetaimde: 

2-[H3,4-dimethoxy-benzy^^^ 
Q)yridin-2-yl-metiiyl)-acetairiide: 

2-[H3,4Hiimetiioxy-ben^^ 
7^(pyridin-2-yl-methyl)-acetaiDide: 

2-[ 1 *(3,4Klimethoxy-beaizyl)-5-propoxy-8-methoxy-3 ,4Kahydro- 1 ff-isoqiiinoliii-2-yl]-Ar- 

(pyridin-2-yl-nieaiyl)-acetamide: 

4. Specific compounds of formula H: 

2-[1^3/l-Dimethoxy-b^ 

benzyl-acetamide 

2"[K3,4-Dimethoxy-benzyl)^,7-dimea^ 
naphthalen-1 -ybnethyl-acetamide 

2-[H3 3 4-I^ethoxy-bei^^ 
(indan-l-yl)-acetaniide 

2-[H3ADimethoxy-be^ 
(l£,3,4-tetrahydro~ii^ 

2- [ l-(3 s 4Kiimethoxy45erizyl)^methoxy-7^yrazm 
2-yl]-//-(indan-l «yl)-acetamide 

2-[H3,4niimetk)xy-benzyl^ 
2-yIJ-AHindan- l-yl)-acetaiiiide 

2-[1^3,4-Dimethoxy4>ei^ 
/^5~methoxy-mdan-l-yl)-acetainide 

2-[l<3,4-Dimethoxy^ 
^-(6-methoxy-indan- 1 -yl)-acetamide 
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2-[l-(3,4-Dimefco 
A^6-methyl-indaii-l-yl)-acetainide 

2-[l-(3,4-Dimethoxy4>ei^ 
A^2-methyl-l^,3 1 4-tetrahydronaphthalen-l-yl)-a^ 

2-[1^3ADimethoxy-benzyl)-6-me^^ 
^^-methyl-indan- l-yl)-acetamide 

2-[H3 t 4-Dimetfaoxy-benzyl)-6,7-dimeaio^ 
methoxy-indan- 1 -yl)-acetamide 

2-[l-(3,4-Dimetfaoxy-benzyl)^,7-dm 
methyl-indan- 1 -yl)-acetamide 

2-{l-[4-(p)rimidi^ 
isoquinolin-2-yl} -N-b enzyl-acetamide 

2-[H3,4-dimdhoxy-benzyl)^-methoxy-7^ 
isoquinolin-2-yl]-A^indan-l -yl)^etamide 

2-[1^3Adinethoxy-benzylH 
isoquinolin-2-yl]-7V-(indan-l -y])-acetamide 

2-[H3,4-<toethoxy-bCTzyl)-7K2-fluoro-ethoxy)^-^ 
2-yl]-AKindan- 1 -yl)-acetamide 

2-[H3,4-dimethoxy-benzyQ-7^2^-dijfluo 
isoqxiinolin-2-yl]-iVKmdan-l-yl)-acelamidje 

2-[H3A^etlioxy-benzyI^^ 
iV-(iadan- 1 -yl)-acetamide 

2-[H3,4^ime1hoxy-ben^ 
isoquinolin-2-yl]-iV^in<^^ 
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2~[H3,4-dimethoxy-bctt^ 
(indan- 1 -y l)-ac etamide 

2-[l-(3,4-dimethoxy-ben^ 
(indaa- l-yl)-ac etamide 

2-[l-(3,4-dimethoxy-be^ 
(indan-l-yl)-acetamide 

2~[ 1 -(3 ,4Kiimethoxy-beii2yl)-7-isopiX)poxy^-methoxy-3 ,4-dihydro- l/f-isoquinoliri-2-yl]- 
?/-(indan-l-yl)-acetamide 

2-[H3,4^1imethoxy-benzyl)-7<^ 
isoqirinoIin-2-yl]-iV*enzyl-acetamide 

2-[H3ADimethoxy4)enzyl)^^ 
7^-[(l S)-indaa- l-yl]-acetamide 

2-[l<3,4-Dimethoxy-benzy^ 
iV-benzyl-acetamide 

2-[(lS)-l-(3,4-Dimetho^ 
[(lS)-indan-l -yl]-acetamide 

2-[ l-(3 ,4-^iimethoxy-b€nzyl)"7<&oxy^-methoxy-3 ,4^Tiydro- l/^isoquinolin-2-yl]-^- 
benzyl-acetamide 

2-[ 1^3 5 4-<iimethoxy-berL^l)-7-^^ liZ-isoquinolin-2-yl]-^ 
benzyl-acetamide 

24H3,4-^ethoxy-benzyl)-7-allyloxy^-metho^ 
benzyl-acetamide 

tf^enzyl-2-[l^,4-D^ 
acetamide 
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2-[H3,4-Dimethyl-benzyl)^ 
indan- 1 -yl] -acetamide 

jV4>en2yl-2-[H3ADie%^^ 



2-[l-(3,4-Diethyl-b^ 
methyl)-acetamide 

2-[l-(3ADiethyi-benzy^ 
methyl)-acetamide 

2^1-(3A-Die%l-ben2y^^ 
methyl)-acetamide 

2-[H3ADicMoro-benzyQ-6,7-^ 
yl-methyl)-acetamide 

5. A process for the combinatorial preparation of compounds of the general 
formula I, wherein R 6 , R 7 and R 9 are hydrogen, by using an Ugi-three-components- 
condensation reaction, comprising the one pot reaction of a compound of formula HI 



wherein Ri, R 2 , R3, R4 and R 5 have the meaning given in formula I above and R* 

represents hydrogen, 

with a compound of formula IV 



acetamide 




formula M 




formula IV 
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wherein R 7 represents hydrogen and Ra has the meaning given in formula I above, 
and a compound of formula V 



wherein Rio has the meaning given in formula I above, 

if desired, isolating pharmacologically active compounds in a manner known pea: se, if 
10 desired, resolving a racemate obtained in a manner known per se and, if desired 

converting a compound or compounds obtained into a salt in a manner known per se. 

6. A process for the preparation of compounds of formula I above, comprising 
reacting a compound of formula HT, 

15 



wherein the substituents Ri to R$ have the meaning given in formula I above, with 
a compound of formula VI 



R 10 — M=C 



formula V 




NH 



formula HT 



20 




formula VI 



wherein R 7 to Rio have the meaning given in formula I above. 

30 
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7. A process for the preparation of compounds of formula I above, comprising 
reacting a compound of formula DT, 



wherein the substituents Ri to R* have the meaning given in formula I above, with 
a) a compound of formula IX 



formula IX 

wherein R7 , Rg and Ri i have the meaning given in formula I above, 

b) cleaving an ester obtained in a manner known per se and reacting the acid 
formed with 

c) a compound of formula X 



wherein the substituents R 9 and Rio have the meaning given in formula I above, 
if desired, resolving a racemate obtained in a manner known per se and, if desired, 
converting a compound obtained into a salt in a manner known per se. 

8. Pharmaceutical compositions for the treatment of disorders which are associated 
with the role of orexin, especially disorders such as obesity and sleep disorders, 




formula HI 1 





formula X 
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if desired, resolving a racemate obtained in a manner known per se and, if desired, 
converting a compound obtained into a salt in a manner per se, 

9. Pharmaceutical compositions for the treaetment of disorders which are associated with 
5 the orexin, especially disorders such as obesity and sleeep disorders, 

comprising containing a compound of any one of claims 1 to 15, or a 
pharmaceutically acceptable salt thereof; and usual carrier materials and adjuvants. 

10. The compounds of any one of claims 1 to 15, or a pharmaceutically acceptable 
salt thereof for use as medicaments for the treatment of disorders which are 

1 0 associated with a role of orexin, especially obesity and sleep disorders. 

11. A method of treating or preventing diseases or disorders where an antagonist of a 
human orexin receptor is required, which comprises administering to a subject in need 
thereof an effective amount of a compound as claimed in any one of claims 1 to 15, or 
a pharmaceutically acceptable salt thereof 

15 12. A process for the manufacture of pharmaceutical compositions for the treatment 
of disorders associated with the role of orexin, especially obesity and sleep disorders, 
containing one or more compounds as claimed in any one of claims 1 to 15, or a 
pharmaceutically acceptable salt or salts thereof, as active ingredients which process 
comprises mixing one or more active ingredient or ingredients with pharmaceutically 

20 acceptable excipients and adjuvants in a manner known per se. 

13. A compound as described as end-product in any one of examples 1 to 70. 

14. The invention as hereinbefore described. 
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In view of the large number of the individualy claimed compounds and also 
in view of the wording of claim 13 referring to the description, which 
renders 1t difficult, if not Impossible, to determine the matter for 
which protection 1s sought, the present application fails to comply with 
the clarity and conciseness requirements of Article 6 PCT (see also Rule 
6.1(a) PCT) to such an extent that a meaningful search of this claim Is 
impossible. Consequently, the search has been carried out for those parts 
of the application which do appear to be clear and concise, namely for 
the compounds of claim 1. 

Claim 14 1s not clear 1n sope. 

The applicant's attention is drawn to the fact that claims, or parts of 
claims, relating to inventions 1n respect of which no international 
search report has been established need not be the subject of an 
international preliminary examination (Rule 66.1(e) PCT). The applicant 
1s advised that the EPO policy when acting as an International 
Preliminary Examining Authority is normally not to carry out a 
preliminary examination on matter which has not been searched. This Is 
the case irrespective of whether or not the claims are amended following 
receipt of the search report or during any Chapter II procedure. 
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1. Compounds of the general formula (I) 




formula (I) 

10 wherein: 

R 1 , R 2 , R 3 , R 4 independently represent cyano, nitro, halogen, hydrogen, 
hydroxy, lower alkyl, lower alkenyl, lower alkoxy, lower alkenyloxy, trifluoromethyl, 
trifluoromethoxy, cycloalkyloxy, aryloxy, aralkyloxy, heterocyclyloxy, 
heterocyclylalkyloxy, R n CO-, NR^CO-, R 12 R l3 N-, R n OOC-, R ll S02NH- or 
15 R l4 -CO-NH- or R 2 and R 3 together as well as R 1 and R 2 together and R 3 and R 4 together 
may form with the phenyl ring a five, six or seven-membered ring containing one or two 
oxygen atoms; 

R 5 represents aryl, aralkyl, lower alkenyl, trifluoromethyl, cycloalkyl, heterocyclyl or 
heterocyclyl-lower alkyl; 
20 R 6 presents hydrogen, aryl, aralkyl, lower alkyl, lower alkenyl, trifluoromethyl, 
cycloalkyl, heterocyclyl or heteiocyclyl-lower alkyl; 

R 7 and R 8 independently represent hydrogen, aryi aralkyl, lower alkyl, lower alkenyl, 
cycloalkyl, heterocyclyl or heterocyclyi-lower alkyl; 

R 9 presents aryl, aralkyl, lower alkyl, lower alkenyl, trifluoromethyl, cycloalkyl, 
25 heterocyclyl or heterocyclyl-lower alkyl; 

R 10 represents hydrogen, aryl, aralkyl, lower alkyl, lower alkenyl, trifluoromethyl, 
cycloalkyl, heterocyclyl or heterocyclyl-lower alkyl; 

R n represents lower alkyl, aryl, aralkyl, heterocyclyl or heterocyclyl-lower alkyl; 
R l2 and R 13 independently represent hydrogen, alkyl, cycloalkyl, aryl, aralkyl 
30 heterocyclyl or heterocyclyl-lower alkyl; 
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R 14 represents alkyl, aryl, cycloalkyl, heterocyclyl, R 12 R l3 N-or R ll O-. 
and optically pure enantiomers, mixtures of enantiomers, racemates, optically pure 
diastereoisomers, mixtures of diastereoisomers, diastereoisomeric racemates, mixture of 
diastereoisomeric racemates, or meso forms and pharmaceutical^ acceptable salts thereof. 

5 

2. Compounds of the general formula (H) 




10 



R*3 R«4 

General formula II 



wherein: 

R'*and R' 2 independently represent hydrogen, hydroxy, lower alkoxy or halogen or may 
1 5 form with the phenyl ring a five, six or seven membered-ring containing one or two 
oxygen atoms, 

R' 3 represents aryl, aralkyl, lower alkenyl, cycloalkyl, heterocyclyl or heterocyclyl-lower 
alkyl; 

R* 4 represents hydrogen, aryl, aralkyl, lower alkyl, lower alkenyl, cycloalkyl, heterocyclyl 
20 or heterocyclyl-lower alkyl; 

R' 5 represents aryl, aralkyl, lower alkyl, lower alkenyl, cycloalkyl, heterocyclyl or 
heterocyclyl-lower alkyl 

and optically pure enantiomers, mixtures of enantiomers, racemates, optically pure 
diastereoisomers, mixtures of diastereoisomers, diastereoisomeric racemates, mixture of 
25 diastereoisomeric racemates, or meso forms and phannaceutically acceptable salts thereof. 

3. A compound according to any of claims 1 to 2, selected from the group consisting of 

2-[l-{3,4-Dimethoxy-benzyl)-5,8Klimetho 
30 (pyridin-2-yl-methyl)-acetamide: 

2-[ I -(3,4-dimethoxy-benzyl)-8-(cyclopropyl-methoxy)-5 -meihoxy-3,4-dihydro- 17/- 
isoquinolin-2-yl]-^(pyridin-2-yl-methyl)-acetamide: 
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2-[i-(3,4-diinethoxy-be^ 
2-yl]-^(p>Tidin-2-yl-methyl)-acetamide: 

5 2-[l-(3/Wimethoxy-benzyl)^^ 

isoquinolin-2-yI]-JV-(pyridin-2-yl-methyl)-acetamide: 

2- [ 1 ^3,4-dimethoxy-benzyl)-8^thoxy-5-methoxy-3,4Kiihydro- l#-isoquinolin-2-yi] -N- 
(pyridin-2-yl-methyl)-acetamide: 

10 

2-[H3,4-dimethoxy-benzyl)-8-propoxy-5-methoxy-3,4-dihydro- l//-isoquinolin-2-yl]-N- 
(pyridin-2-yl-methyl)-acetarnide : 

2-[ l-(3,4-dimethoxy-benzyl)-8-allyto^ 
1 5 (pyridin-2-yl-methyl)-acetamide: 

2-[ 1 -(3,4^iimethoxy-benzyl)-8-isopropox 
N^yridin^-yl-methylJ-acetamide: 

20 2-[H3/Wimethoxy4)enzyl)-5-pro^ l//-isoquinolin-2-yl]-AT- 
(pyridin-2-yl-methyl)-acetamide: 

2-[H3,4-Dimethoxy4>enzyl)^J-dime^^ 
benzyl-acetamide 

25 

2-[H3,4-Dimethoxy-benzyI>6jK^^ 
naphthalen- 1 -ylmethyl-acetamide 

2-[l -(3,4-Dimethoxy-benzyl)-6 ,7-<iiinethoxy-3,4-dihydn>- li/-isoquinolin-2-yl]-A r - 
30 (indan-l-yl)-acetainide 



2-[l ^3,4-Dimethoxy-bOTzyl)-6,7-dimethoxy-3,4-dihydro- l//-isoquinolin*2-yl]-A^ 
(1 ^2,3»4-tetrahydro-naphthalen-l -yl)-acetamide 

35 2-[ 1 ^3,4~<lmethoxy-benzyl)^-meto 
2-yl]-#<indan-l -yl>acetamide 
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241-(3,4^imethoxy-be^^ 
2-yl]-jV-<mdan- 1 -yl)-acetainide 

24H3,4-Dimethoxy~benzyl)-6-meto^ 
5 iV-(5-methoxy-indan-l -yl>acetamide 

2-[l-(3,4J)imethoxy-benzyl)-6^^ 
AK6-raethoxy-indan-l -yl)-acetamide 

10 2-[H3,4-Dimethoxy-benzyl)-6-^^ 
AK6-methyl-indan-l -yl)-acetamide 

241-(3/W)imethoxy-benzyl)-6-^^ 

A r -(2-methyM ,2,3 ,4-tetrahydronaphtfialen- 1 -yl)-acetaraide 

15 

2-[l-(3,4-Dimethoxy-ben2yl)-^ 
AT-(4-methyI-indan- 1 -yl)-acetamide 

2-[l -(3 ADimethoxy-benzyi^ej-dimethoxy-S^-dihydro- l//-isoquinolin-2-yl]-7V-{6- 
20 methoxy-indan- 1 -yl)-acetamide 

2-[l -(3,4-Dimethoxy-benzyl>6 ,7-dimethoxy-3,4-dihydro- ltf-isoquinolin^-ylJ-JV^- 
methyl-indan- l-yl)-acetamide 

25 2- { 1 -[4^yrimidm-2-yIoxy)-3-methoxy-b 
isoquinolin-2-yl}-A^-benzyl-acetamide 

2-[H3^Hiimethoxy-ben2yl)^-m^ 
isoquinolin-2-yl]-A r -(indan-l -yl)-acetamide 

30 

24H3,4^iimethoxy-benzy^ 

i soquinolin-2-yl] -N-(indan- 1 -yl)-acetamide 

2-[l-(3 > 4-dimethoxy-benzyl)-7^2-fL^ 
35 2-yl] -A^indan- 1 -yl)-acetamide 
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2-[ 1 -(3,4-dimethoxy-beiizyl)-7-(2,2-di£to^ 
isoquinolin-2-yl]-i\Kindan- l-yl)-acetamide 

2-[ 1 ^3,4-dimethoxy-benzyl)-7^ut-2K)xy)-6-methoxyOAdihydro- l//-isoquinolin-2-yl]~ 
5 A^(indan- 1 -yl)-acetamide 

2-[l-(3,4-dimethoxy-benzyl)-7K^ 
isoquinolin-2-yl]-AKindan- 1 -yl)-acetamide 

10 2-[l-(3,4-dimethoxy4)enzyl)-7-ethoxy-^^ 
(in dan- 1 -yl)-acetamide 

2-[l-(3,4-dimethoxy-benzyI)-7-pro 
(indan- 1 -yl)-acetamide 

15 

2-[ 1 -(3 ,4-dimethoxy-benzyl)-7-allyloxy^-methoxy-3 ,4-dihydro- 1 //-isoquinolin-2-yl] -JV- 
(indan-1 -yl)-acetamide 

2-[l-(3,4-dimethoxy-benzyl>7-is^^ 
20 //-(indan- 1 -yl)-acetamide 

2-[ 1 -(3 ,4-dimethoxy-benzyl)-7-( 1 -methyl-prop-2-oxy)-6-methoxy-3 t 4-dihydro- 1//- 
isoquinolin-2-yl]-A^benzyl-acetamide 

25 2-[H3,4-Dimethoxy-benzyI)-6^^ 
tf-[(lS)-indan-l -yl]-acetamide 

2- [ 1 -(3,4-Dimethoxy-benzyl)-6-methoxy-7-isopnjpoxy-3,4-dihydro- l/f-isoquinolin-2-yl]- 
AT-benzyl-acetamide 

30 

2-[(I S>1 -{3 ADimethaxy-benzyl)-6,7-dimethoxy-3,4^h^ 
[(1 S)-indan- 1 -yl]-acetamide 

2-[l -(3,4-dimethoxy-benzyl>7^oxy-6-methoxy-3,4-dihydn^ l/7-isoquinolin-2-yi]-//- 
35 benzyl-acetamide 
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2-[1^3,4-ctimethoxy-benzyl)^^ 
benzyl-acetamide 

2-[l-(3 l 4^iimethoxy4)enzyl)-7-aUyto^^ 
5 benzyl-acetamide 

AM>erazyl-2-[l-(3,4-Dimethyl-ben^ 
acetamide 

10 2-[l-(3,4-Dime%l-ben2yl)-6J-diraeto 
indan-1 -yl] -acetamide 

AT-benzyl-2-[l-(3^Diethyl-ben^ 



2-[H3,4-Diethyl-benzyl)-6J-dimethoxy^ 
yl-methyl)-acetamide 

2-[ 1 -(3,4-Diethyl-benzyi>6 J-dimethoxy-3 >4-dihydro- l//-isoquinohn-2-yl]-Ar-(pyridin-3 - 
20 yl-methyl)-acetamide 

2- [l-(3,4-Diethyl-benzyl)-6J-dimefo^^ 
yl-methyl)-acetamide 

25 2-[l-(3,4-DicMoro-benzyl)-6,7^methoxy-3/1^h^ 

3- yi-methyl)-acetamide 

4. A process for the combinatorial preparation of compounds of the general 
formula I, wherein R 6 , R 7 and R 9 are hydrogen, by using an Ugi -three-components- 
30 condensation reaction, comprising the one pot reaction of a compound of formula III 



acetamide 



15 




formula EQ 
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wherein Ri, R 2 , R3, R4 and R 5 have the meaning given in formula I above and R* 

represents hydrogen, 

with a compound of formula IV 

5 

R7 

formula IV 

wherein R7 represents hydrogen and Rg has the meaning given in formula I above, 
1 0 and a compound of formula V 

r 10 — N=C 
formula V 

1 5 wherein Rio has the meaning given in formula I above, 

if desired, isolating pharmacologically active compounds in a manner known per se, if 
desired, resolving a racemate obtained in a manner known per se and, if desired 
converting a compound or compounds obtained into a salt in a manner known per se. 

20 5. A process for the preparation of compounds of formula I above, comprising 
reacting a compound of formula AT, 




formula HT 

25 wherein the substituents Ri to R* have die meaning given in formula I above, with 
a compound of formula VI 




formula VI 
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wherein R 7 to Rio have the meaning given in formula I above. 

5 

6. A process for the preparation of compounds of formula I above, comprising 
reacting a compound of formula IE', 




10 formula IIT 

wherein the substituents Ri to R$ have the meaning given in formula I above, with 
a) a compound of formula DC 

Brv^COaRii 
R 7 Re 



15 



formula IX 



wherein R 7 , R« and Ri i have the meaning given in formula I above, 

b) cleaving an ester obtained in a manner known per se and reacting the acid 
20 formed with 

c) a compound of formula X 



.A- 



formula X 

25 wherein the substituents R9 and Rio have the meaning given in formula I above, 

if desired, resolving a racemate obtained in a manner known per se and, if desired, 
converting a compound obtained into a salt in a manner known per se. 

7. Pharmaceutical compositions for the treatment of disorders which are associated 
30 with the role of orexin, especially disorders such as obesity and sleep disorders, 
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containing a compound of any one of claims I to 3, or a pharmaceutical^ acceptable salt 
thereof and usual earner materials and adjuvants. 

8. The compounds of any one of claims 1 to 3, or a pharmaceutically acceptable 
5 salt thereof, for use as medicaments for the treatment of disorders which are 

associated with a role of orexin, especially obesity and sleep disorders. 

9. A method of treating or preventing diseases or disorders where an antagonist of a 
human orexin receptor is required, which comprises administering to a subject in need 

10 thereof an effective amount of a compound as claimed in any one of claims 1 to 3, or 
a pharmaceutical^ acceptable salt thereof. 

10. A process for the manufacture of pharmaceutical compositions for the treatment 
of disorders associated with the role of orexin, especially obesity and sleep disorders, 

1 5 containing one or more compounds as claimed in any one of claims 1 to 3, or a 

pharmaceutically acceptable salt or salts thereof, as active ingredients which process 
comprises mixing one or more active ingredient or ingredients with pharmaceutically 
acceptable excipients and adjuvants in a manner known per se. 

20 1 1 . A compound as described as target compound in any one of examples 1 to 341 . 



25 



30 



35 
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